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L. — b s () 25 W ) i, oA 8 22 /0 1 0mg /mL ) &2 P00 U S5 e 70 A A J A 22 1A
RN 2 T v PR 7R, e R S ) A 4- 61 pH

2. UBURIEE R BT I8 (P I il it FL R R T1

3. UBURIEE R 1B 2 BT IR I BL ) &, 7E4°C R, HOR R 1, FFER I3 H .

4 BRI SR T - 3H AT — T BT IR B C ) &, AR R4 C R3S A e B e A T
2% = TRV

5. UIABURIEE SR 1 - A AT — TR IR (A B i & FL A e i 5 B 4 -5 pH

6 . QIAURI R 1 - A AT — AT IR (R BC il 5 FeZ e il i B 4. 28 pH

7. QAR SR 1 - 6 AT — IO R 1), AR G S IR R 2 T R A R £h 2%
MR AT AR IR TR 2% PR FLIER G2 P IR FATR B 2 vl T A TR Eh 2 P B BIR Eh % MM
T SRR T 22 1 2H B R 22 1 VI B B 1R £ 2 PR

8. WIAURIEE SR 1 - 7H AT — TR 3 (%) T 1) 5 G AR 122 22 3 LA M 5mMZE 20 0mM ) ¢ 5 3 1]
1P 1E

9. UIASURZE SR 8 3k 1) e it i, JHE 422 22 1 A DA 1 OmM 22 50mMER) 3 B2 Y0l A7 7

10 AR EE R 1 -9 AT — T BT IR B C ) o, FLH o0 A2 R B b .

11 AR SR 1 - 1O H AT — T AT 3 1R TRC fh) o 5 JEG a2 W 7 A 1 LR L S A
TFENE S FLAE 22 2R 08 b | (L AUNE I | H R B I B A

12 BRI EE SR - 11 AT — T 3 1 TR )t LA LA %6 2215 % (w/v) K B
FEl A 1E

13 AnA R B SR 12 B i PR T 1) ot A BB DA NG %6 221296 (w/v) B B3 BB AE

14 AR B SR 12 B PR T 1) ot Az BB AN T %6 221296 (w/v) BRI B3 BRI AE

15 Gn AR EE SR 1 - 1545 AT — I5UAT IR B9 T 1) 5 JHG A 2 2 T 3 2k 7712 58 LD A B R 20 L 3R
AL R 40 58 1L AL IE60 56 1L B BE IS 80\ yHIE VO Al 188 L VS D iRE407 L il H s X - 100 B4
4% \PEG 3350.PEG 40008 H:4H 4 .

16. WA R ZER 1 - 15 HAE — T R A B 1) it , A 2 3R T35 PRI A A0 . 001 %6 220.5%
(w/v) P S Bl A7 1

17 AR 3R 16 B () 0 1) » L a2 3R T 14 71 LA A0 . 001 %6 220,01 % (w/v) fI
FEVE B A7 AR

18 AR EE SR 1 - 17 AT — T3k R T 1) i, a2 U S P A4 A4 2 44 DA M 1 Omg /L
%2 20mg /mL 1) R & Y R A7 7

19 4R EE R 1 - 18 AT — T9 ks PR TEC 1), G P 2 XUR e 14 044 44 2 442 A 20mg /mL )
AT

20 . WTRLREE SR 1 - TOH AT — T Bfr s A TR 7)o, G A a2 1) A 5 L OmMAS 2R £ . 9% (w/
V) REREAN0.01% (w/V) 5B L AL RS0, Horh izl il i B A 4. 2/ pH.

21 . QAR B3R 1 - 20 50 AT — T0L iy 3 (149 T 1) ot 5 3 A 0URE S PR AR A AR B B S
MR LR &5 G 5 — S5 G a5 3. ST i 1 ACD345 & 1 38 45 & 45 M3

22 . QAR SR 21 B ik PR E 1) ot JFG PP a2 0O S PR AR A ARt — 20 A0 5 28 — 5 M3k,
2 5 = 45 W I DL B 3 )92 R 5 A - CH2.45 A6 43 - CH3 45 AGy 4 - 145 3k - e e - CH2 45 4
15§, - CH3 45 #E 35,
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22 QAR B R 21 Bk M e i) & FL sl — 45 B g MBoR 56 — 4 A 5 M i B —
A4 VHX FIVLIX .

23 . QAU B3R 21 SRR B =R 22 ik (0 T 1) & 5 JFG HP 120U S MR o A4 ) 2 A2 B
e AR

24 . QAR EE SR 21 - 23 HR AT — TR 3 1R TC 1) o, JHG v 22 I 40 i 3 1 Bt 5 A2 CDHL9 \MSLN
DLL3.FLT3.EGFR.EGFRv111.BCMA.PSMA.CD33.CD19.CD70.MUC17E5CLDN18. 2,

25 QAR 23R 21 - 24 WP A — T il (1) e ) i, e A i O0URE e I PUAR M AR 56— S5 &
GERI AL DL R H A —416MCDR: (a) SEQ ID NO:24-29, (b) SEQ ID NO:34-39, (c) SEQ
ID NO:78-83, (d) SEQ ID NO:10-15, (e) SEQ ID NO:46-51, (f) SEQ ID NO:88-93, (g) SEQ
ID NO:67-72, (h) SEQ ID NO:56-61, (i) SEQ ID NO:112-117, (j) SEQ ID NO:100-105, (k)
SEQ ID NO:148-153.SEQ ID NO:157-162.SEQ ID NO:166-171.E{SEQ ID NO:175-180, (1)
SEQ ID NO:132-137,8% (m) SEQ ID NO:123-128.

26 . QAR 23R 21 - 25 HR A — T ads (1) B i) i, e A O0URE e R LR A AR 5 — 55
SERIR AL A SEQ ID NO: 1-651 1) H i —2H.64CDR.

27 QBRI EE SR 21 - 26 HH AT — T AT IR (P BC il it , Fe A6 — 5 S il e

(a) VHIX , iZVHIX B & SEQ 1D NO: 30 F H I & LR 7 41, LA S VLIX , 1% VLIX B & SEQ
ID NO: 319 F1 i I Z R ST 51 5

(b) VHIX , iZVHIX £ & SEQ ID NO: 40 F H () & LR 7 %1, A S VLIX , 1% VLIX £ & SEQ
ID NO: 419 F1 I Z R ST 51 5

(c) VHIX , 1iZVHIX B & SEQ 1D NO: 84 F|H [ & LR 7 41, LA S VLIX , 1% VLIX £ & SEQ
ID NO: 859 7| th ) Z R ST 51 5

(d) VHIX , iZVHIX £, #% SEQ ID NO: 168% 17+ 51 HH 1) & 508 7 51, LA R VLIX , i VLIX A5
SEQ ID NO: 188519+ ¥l i B 2 1R 7 51 5

(e) VHIX , 1iZVHIX B & SEQ 1D NO: 527 FIH [ & LR 7 41, LA S VLIX , 1% VLIX £ & SEQ
ID NO: 539 71t I Z R ST 51 5

(f) VHIX , 1iZVHIX B & SEQ ID NO: 947 F H [ & LR 7 41, A S VLIX , 1% VLIX £ & SEQ
ID NO: 959 71| th ) Z 1R ST 51 5

(g) VHIX , iZVHIX £ £ SEQ 1D NO: 739 %1t ) & B 8 /7 51 LA R VLIX , iZVLIX A 7 SEQ
ID NO: 749 F1) I Z R 7 51 5

(h) VHIX , iZVHIX B2 & SEQ 1D NO: 62 F1| H [ & LR 7 41, LA S VLIX , 1% VLIX £ & SEQ
ID NO: 635 71 th I Z 1R )7 51 5

(i) VHIX , iZVHIX B, SEQ 1D NO: 1185 F1| i I & 2 /7 41, DA X VLIX , i VLIX 55 SEQ
ID NO: 1199 51 Hi ) S 24 1R 17 471 5

(j) VHIX , iZVHIX £, 2 SEQ ID NO:154.163.172. 81817 %1 H (K s FE /8 7 41, LA KX VLIX
ZVLIX A4 SEQ 1D NO: 155,164,173 81827 41| K LR 7 41 +

(k) VHIX , iZVHIX £, % SEQ ID NO: 106+ %1 H 1) 2 B8 7 51 , LA X VLIX , i VL IX 4475 SEQ
ID NO: 1079 51 H B S 24 1R 7 471 5

(1) VHIX , ZVHIX A2 SEQ 1D NO: 138K 143+ 51| Hi i & L 1R /5 51, LA KX VLIX , iZVLIX &L
FSEQ ID NO: 13981449 1| H i 2 2L R 7 41 5 BX
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(m) VHIX , iZVHIX £, % SEQ ID NO: 129+ %1 HH () 2 B R 7 41 , LA X VLIX , i VL IX A4 75 SEQ
ID NO: 13091 51 i I = 2 1R 17 41

28 . WIAUR EE SRk 21 - 27 HR AT — T5 ik A B ) iy, FLrb i B8 45 G a5 i 80 B VHIX , iV
X AL SEQ 1D NO: 79 %1 it ) & 2R J7 51 5 LA K VLIX , iZVLIX AL 5 SEQ 1D NO: 8H F1| Hi ) &
BER T

29 . JIAUR] 23K 21 - 28 HR A — T i ads (1) B i i, e AR 200U S I P AR A AR AL 5 BT 1
IR RS T4 SEQ ID NO:20.SEQ ID NO:21.SEQ ID NO:22.SEQ ID NO:23.SEQ ID NO:
33.SEQ ID NO:43.SEQ ID NO:44.SEQ ID NO:45.SEQ ID NO:55.SEQ ID NO:65.SEQ ID
NO:66.SEQ ID NO:55.SEQ ID NO:76.SEQ ID NO:77.SEQ ID NO:87.SEQ ID NO:97.SEQ ID
N0:98.SEQ ID N0:99.SEQ ID NO:109.SEQ ID NO:110.SEQ ID NO:111.SEQ ID NO:121.
SEQ ID NO:122.SEQ ID NO:131.SEQ ID NO:141.SEQ ID NO:142.SEQ ID NO:146.SEQ ID
NO:147.SEQ ID NO:156.SEQ ID NO:165.SEQ ID NO:174.SEQ ID NO:183.SEQ ID NO:184.
SEQ ID NO:185.SEQ ID NO:186.SEQ ID NO:187.E{SEQ ID NO:188.

30. —FP7EA T BRI 32 TR T R E 1 U7V % VAL ) 1% 52 i 3 it A O 2
SR 1-29H AT — T 1 TC 1) ot
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2L )

FAR G

[0001] APk i Ja T e 110 v R PR MU S A 0 A ) S A T 1 119) 490330 o

[0002] @it 5 HIEAN

[0003] I8 51 LA A S0 N2 5 R SCRII 32 22 B T S HL AT i i R / = AR IR T A
X, 3 B HAR IR TR : 44564911 Seqlisting. txt” fASCIT (LA) SCA, 345, 24977 , 6
#F20214F4 H28H .

BEEEA

[0004] TR ML AR b4k 7 vk 3825 , R BILAE v] DALE 15 TR i s L i i B SR A9 3 T 2R
H B2, 5] a0 25 40 85 1 5T SR T, B AN S AR 8 (marginally stable) 3 HAlk 5%
B 22 RN BR300 A 25 B AR A2 R0 B AN B A , T I IR e S A L SRR
BIY)/ B T BUBT B B B KR AL B 2R AL B R R AR R T R S
X 2% T ) AN 75 B2 AR IR BT AN SR A Ah 3LI e 3 04D 2 AR e MR R A 25 T R T B
PR PERIATE 45 2 — (Chi%% A ,Pharm Res [Z5¥WF5C], 55204, 55941, 20034F9 H , 551325~
133671 ,Roberts, Trends Biotechnol . [AEMHi AR#a#4]201447 H;32(7) :372-80) .

[0005]  WDAZRAR 4 - 5 A ZE K KT P AR R A4, 51 B0, 5 2 3 A A R AR = SO0 S M T4 i
A (BITE®) (FlanFcsr+) , LA 1k 8 1 ) 5 45 A/ Bl A B A 3244 . BITE® > 11 2k
R AT I A, RN B S a7 MR B R AR iE P o Be Ak, BT R &=
bR R R R 24P IR, BITE® 70 T SR T RERE AR 1 7= 7= 2 . il , AT 13E
R B G v I HLA kR Bk 22 BRI P R AR R B (BE &2 NJEAER A NVR S 5D A7 7E
A DA 225 0 o R o v P 1 OB A P R 1 XU, 5 SO B R A R 24 1
s HAAS R EI/E A Mahler J Pharm Sci. [Z54812: 24 12009459 H ;98 (9) :2909-34) .
[0006] SR £ J2 vy A< 5 TEC 1] it A W 6% 28] 1) 5 2R B AN A e M o B A2 TSR T R SR
P2 E A AL TRV HW) o B AT, & E 5 R R 32 BRI RS D B 1
2 SR B o SR L 7E S KT T HMWA) SR B 50 T 5 B K B RTHMWAMY 3 B0 35 1 7= & 40
&, HAFES SRR R L EAHERE (ChiZE N\, Pharm Res [Z3¥IHF 7], 55204, 55
91, 200359 H, 551325-1336 1) »

LZBARR

[0007] AP FEIRAE T A0S =R EE (B KT 10mg/mL) f) XU AR ¥ 2 4A (651140 BiTE®
Gy ) B RS E B, Fe /N TR 293 %6 (1) XU e MR AA A8 Ak DL s 43+ 1 (VW) 40 S 1) T
FAFAE T RO o 8 Ay BE A5 260 5w VR FEE ) e A P T )t 2 70 3K A5 1 TG o v 3 o
PATEAEAE 26 T AR OE o« 2 NI VR HU R I, AR AR 3 5, 605 15 ToUHA AH L B8 v AR B 1) XURE S
UK AR B EC H1 R AR 1 AN 75 EEAEAED J R Bl Az e 7.

[0008]  7F— LS 5] A , 1L i) ot A2 R T IEC ) o AR — S ST, 2.5 % BCE D (il
2.5%.802.0% . 51.9% . 8%1.8% .B{1.7% 51.6% 8%1.5% .8{1.4% .8(1.3% .5}

5
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1.2% . B01.1%81.0% BK0.5%) [ RUE e MR B A4 A 2 A4 76 42 B i) o R A 9 HMWAY) Joia 47
TE o AE— STt 7, 724 C A AFE— A HECE A (B0, Fp48— A H 2 =4 H BN
A F) 5 IMWA 53 () 2 A R e i) o g >3- 1 % (5114 ,0.996.0.8%6.0.7% 0.6 % «
0.5%.0.4%.0.3%.0.2%.0.1%) o fE—285Jta 5], 7£4°C T itife— D HECE A (i, ¢
AN H R A B BRSNS H) 5 HMWA) 5 1 B 75 B0 sk o r 38 R 290, 1% 10 . 4%
(141,0.1%.0.2%.0.3% 5%0.4%) Z [A] . /£ —LE STt 5] 1 , 7E40°C T fi 7 — FAI B3R A (5]
W, FEEE— JA VRREE A RREE— A HEFRREE = A F) S5, HMWAZ) 5 1) 8 7 4 IC ol o w38
INF1% BI1,0.9%.0.8%.0.7%.0.6%.0.5%.0.4%.0.3%.0.2%.0.1%) . fE—Lbsz
Tt 5=, 7E40°C R fig A7 — B L (il , RF e — i Rl A RE S — A A B S = AN H)
Ja » IMW42) J5 1) & 7 1% T C 1) A 38 K 290 .1 % A10.7% (B141,0.1%.0.2%.0.3% -
0.4%.0.5%.0.6%8%0.7%) Z [d].

[0009]  7F —seszjgifml, 2> F2% (Flhn,1.9%.1.8%1.7%1.6%1.5%1.4% .
1.3%.1.2%1.1% 1% 550.5%) B9 XURF 5 PR B4R 28 R 78 R 1 il b R AR AR T 1
(LMW) 9 JFAFAE o 7E— SE St 5, 754 °C R g A7 — A HECE A (a0, Fps—A H s =4
H BRSNS B Ja LMW J5R () 1 76 Ok 1 B )t e 38 m b F2% (B, 1.9% .1.8%
1.7%.1.6%.1.5%1.4%.1.3%.1.2%.1.1% 1% .8%0.5%) o £ — L2 jiffh , 7F4°CF
it AE— A AECE A (B0, FF 4 —AS B R =A B B85 A) Ja , LMW J5 ) &7 T 1)
R AN £90.1% F10.7% (B171,0.1%.0.2%.0.3%.0.4%.0.5%.0.6%80.7%) 2
] o 7E—LE St 451 , 7540 °C R g A7 — FIECE A (9l , $op 8k — J) LR sl B W s — A Al
FFE: = H) J5 , LMW Jof 1) = 70 R 1 B ) & A 38 m /T 1% (3140,0.9% .0.8% 0.7 % «
0.6%.0.5%.0.4%.0.3%.0.2%.0.1%) o fF— L&t , 7E40°C R it 47— A E s A (1
W, RS — JE R A REEE— A B VERERSE AN F) Ja , LMW BRI 2 7 R T TEE A R
KZ10.1%A10.7% (F41,0.1%.0.2%.0.3%.0.4%.0.5%.0.6%50.7%) 2 [f].

[0010] 7 —LLsjitifs] 41 , 58 % BIiTE® 73+ (B, 0 50) 7R T He il R i 3 4 b KT
B il it S E P B 95 % .

[0011] 7 —Sesziifi o , % TFRCH S AE294°C T —A HE &R e n, 3 B4 EE 5 b
— A FB, HMW ) 5 1) 8 75 C il & AP 3 K 90, 1% 20, 7% (4, 0.1 % V8.0 . 2% 8%
0.3%.8%0.4% .8%0.5% 8L0.6% 8%0.7%) Z [A] . /F — L& STt 5 vf , ¥R T Ll A FEL14°C R
A=A A G R 2, 3F H 246807 2 /0 = A FIsk, MW 5 ) & 78 B ) 5 o 389 ook 4
0.0%%0.2% (F1a,0% 8%0.1% 8%0.2%) 2 [8] . 7E— L5l o , R T RCHI A ELI4°C R
i £ N A G2 E W, 9F H 24847 2 /0 75 AY I, IMWA) J5 () & £ e i) o o 388 0ok &
0.0%%0.4% (BH,0% .10.1% 5%0.2% 5%0.3% . 10.4%) Z [i].

[0012]  7F —LesTiifi o, % FRC S AE494°C TR D —AN H = HRIAA HiE &
SEIR, 3T HAE %66 A2 (8] B3 A) 52 38 BiTE®2F T B 4t T Bl 2 895 % .

[0013] 7% — st 5 b , 2T i1 i A VAR I A B o 78— S8 St vp , 2D F-3% (il , 2. 5%
8%2% ,81.5% , 801 % , 80. 5% ) B 0UHF S P e A% 40 28 A 76 VAR T 1) & Hh A I HMWA) S A7
TE o AE— STt 7 T, 724 C A AFE— A HECE A (B0, Fp48— A H 2 =4 H 884
FEEREE—4F) 5, MW BT & A8 VA C i it R 38 /N 173 % (114,396 02,596 .2%6 . 1%
800.5%) o £ LS, fE4AC R AE— N ABEA (@, Je8:— A AR =4

6
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BRSNS ABRFEE—4F) J5 , HMWA7) J53 1 52 70 5 )t e 3 m oK 2490 . 1% A1 o% (1140, 0.1 % B
0.2%.5%0.3% .5%0.4% .580.5% .130.6% . 5%0.7% 50.8% . 500.9% 51 %) Z [f] . fE—
Se st ) L 7E40°C T i AF — FEECE A (0, el — R VBRI Rk — A Hakds = A
A) 5, IMWA) J52 2 ZE YRR B sl o 3 /N F-5 % (B2, 4. 5% 854 % <113 . 5% 53 % 1k
2.5%82% 51.5% 841 % . 80.5%) o 7E — 2L ] , 7E40°C T g7 — I EE A (]
W, RS — R RS R RREE A F L BRERSE =AN ) Ja , MW JoT 1 2 A AR A T i v 15
KZJ0.1% F15% (18, 0.1% 50.2% 8580.3% . 5¢0.4% 5%0.5% . 5%0.6 % 50 . 7% 5§
0.8%.550.9% .8%1% .501.5% 58%2% . 52.5% . 58%3% . 53.5% 554 % . 54 .5% 5i5%) 2
A,

[0014]  fE—sesgjfrh, DF2% (Fll,1.9% B{1.8% B1.7% B41.6% 8%1.5% .84
1.4% . 8%1.3% \B01.2% . 81.1% B{1% .580.9% .500.8% .50.7% .5%0.6 % .50.5%)
) B 7 M BT AR A S A, 20 YRR T 1) it o AR AR 43 B (UMW) W) AR AE o £E — S8 S 45
TEAC B ABCE A (B, Fr—A B R = A H R8s B B+ = A)
S » LMW J5f 1) B A6 UM ) et vh 38 /b F-2% (18, 1.9% i1 .8%6 (11,7 % 8¢1.6% &,
1.5%851.4% .8%1.3%81.2% 851.1% . 8%1% .800.5% 0.4 % .80.3% . 80.2 % 8{
0.1%) ofE—SESLTti 5 b , 764 °C M A7 — A HECE A (a0, F2E— A H RS = ] VRF&:
AN HASBERESA AN B S5, LMW 5 1 8 7 A T 1 ot H 38 IR 290 1% A0 7% (9
0.1%.0.2%.0.3%.0.4%.0.5%.0.6%8(0.7%) 2 [a] . fE—LL Sz i 5 ofr , ZE40°C N B AF—
JEIBCRE A (B an , R4k — J VRES N A R — A HalEF S =4 F) 5 , LMW B & A8 R4 T
H AN T 7 % (B0, 6% 555 % 554 % 53 % 582 % 551 % . 50.9%.0.8%.0.7% .
0.6%.0.5%.0.4%.0.3%.0.2%.0.1%) o fF— L&t , 7E40°C Rt 47— a8 A (1
U, R — R B A RR A FERER S AN ) Ja , LMW BT B A R T T A b S
KA0.1% 7% (B181,0.1%.0.2%.0.3%.0.4%.0.5%.0.6% .5%0.7% 5%0.8% .1k
0.9%851% . 8%1.5% . 8%2% 843 % 85 % 86 % BL7 %) Z [H]

[0015]  #E—LEsLjti s , 58 8 BiTE® 7)1 (R, =04 ) AE ARG i i b 1 B 20 B KT
B il it S R B 96 %

[0016]  7F—H& St b , VAR BC 1) o 7E 294 °C T AgAE— A A5 28458 1, 35 L HMWA) 5 1)
B H) S BN K250, 1% £0.4% (lhn,0.1% .880.2% .580.3% 8.0.4%) Z |A] fE—
S ST A5 R VA G ] o AE 204 °C R A = AR R ARERT, F B4 6 A7 20 =AY HIE HMw
W) R ) B AR TC A R IR £90.0% 5203 % (il 4n, 0% 850 1% +8%0.2% . 5%0.3%) Z [a]
FE— S SET A7), VAR BC ] it 7E 294 °C T AEAE N A e AR E R, 7F HA4 i FE 28 H
IF, HMW A2 J5f ) 8 A6 B ) A 386 00 K 290.0% £0.6% (Bt , 0% 850.1% . 8{0.2% . &%,
0.3%.8%0.4% .5%0.5% 8Y0.6%) 2 [] . 7E— LSt 471 b , Y AR I il B 7E 294 °C R i A7+ —
A AJERRER, H H 2 A7 22 0+ A HIE IMWH) J5R 1) 2 78 e 1] i o 38 iR £90. 0% &2
0.2% (Fl,0% .880.1% 580.2%) Z I8,

[0017] 7 —LesTii i b, T RC R A 494°C T — N H =S A AN A=A A
JERFEN, I A5 BITE®R S T H &S T o EA S EN96% .

[0018]  7E— LS o v , P ik o A 2 1 A2 DURE S PE BT A A4, 12 0URE 72 VR oA ) 2 A
5 SR PR 4G W — 25 & 4L ST R I EE NCD34SE & 128 — 45 & 45

7
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F 38

[0019]  7E—SES 5] , ZXURE R e PR M ARt — A5 56 = A5 M, 1% 58 = S I
DL 3 B FR T 75 458 B - CH2 485 Ry 438 - CH3 235 My 458 - 12 3k - 48 Bt - CH2 485 A 338, - CH3 25 My 458 . 7
— LS ), XURE R E SR AR B — A A IR SR S S R A
VHIX FAVLIX .

[0020]  7E—LLSife| Hh , XURE e I PO AR A B A a2 BB P AR A A

[0021] 7 — S S i 451 vhr , XOURE S 1 0 A2 ) Ak 5 B 4 R T e R (9 i CDH19 W MSLN
DLL3.FLT3.EGFRv111.BCMA.PSMA.CD33.CD19.CD70.CLDN18.2E{MUC17) &54 -

[0022]  7F— LS 5], XURE e MEDUAR M SR AR 28 — 45 & a5 M I 5 DU R 2 i — 46
/~CDR: (a) SEQ ID NO:24-29, (b) SEQ ID NO:34-39, (c) SEQ ID NO:78-83, (d) SEQ ID NO:
10-15, (e) SEQ ID NO:46-51, (f) SEQ ID NO:88-93, (g) SEQ ID NO:67-72, (h) SEQ ID NO:
56-61, (i) SEQ ID NO:112-117, (j) SEQ ID NO:100-105, (k) SEQ ID NO:148-153.SEQ ID
NO:157-162.SEQ ID NO:166-171.8{SEQ ID NO:175-180, (1) SEQ ID N0O:132-137, 5% (m)
SEQ ID NO:123-128.

[0023]  #F eyt ds b , XURE 7 PR U AR A4 S AR 1 5 — &5 & S5 A LB B VHIX 1A VHIX AL 2
5SEQ ID N0:30.40.84.168(17.52.94.73.62.118.154,163.172.181.106.138, 1438129
W2 ) SRR 7 A1 B A 222090 %6 [F]— 1 (110,91 96,9296 .93% .94 % .95 %6 .96 %6 . 97 % «
98% .99% 5L 100 % [F] — 1) MR LR IT F1| o 76— LL STt 5] v , OURE S PE HT AR M s AR 11 56—
GE 4 BRI AL 5 VH, i VHAL S SEQ ID NO:30.40.84.168(17.52.94.73.62.118.154.163.
172.181.106.138. 14385129 51 i i 8 FE B8 7 471

[0024] 7 —SEsjtas b, OURE S PR DU A S AR I 2 — S5 S S5 M B & VLIX VL IX A 2
5SEQ ID NO:31.41.85.18.19.53.95.74.63.119.155.164.173.182.107.139.144.5130
W2 ) SRR 7 A1 B A 22090 %6 [F]— 14 (110,91 96,9296 .93% .94 % .95 %6 .96 %6 . 97 % «
98% .99% 8L 100 % [F]— 1) MR LR IT F1| o 76— LL STt 5] v , OURE S PE HT AR M AR 11 56—
GE A GE R A VL, iZVLAL S SEQ 1D N0:31.41.85.18.19.53.95.74.63.119.155.164 .
173.182.107.139. 144 5130 51 i Y 8 L8R 471

[0025]  #F—Lsyfifirh , Horh 55— 455 4 i (@) VHIX , iZVHIX 5 SEQ ID NO: 30+
I R 41, AR VLIX , iZVLIX A A SEQ 1D NO:31FR B H R FEFR 7 51 5 (b) VHIX. , %
VHIX A% SEQ 1D NO: 40 %1t 1) 2= 58 /7 51, LA S VLIX , IZVLIX AL SEQ 1D NO: 41+ 51 H
(R S B8 7 51 5 (c) VHIX , iZVHIX A5 SEQ 1D NO: 84 %1 Hi iy & 3L lig 2 41, LL S VLIX , iZVLIX
£1,4SEQ ID NO: 8571 41l i () & FL /R 7 41 (d) VHIX , 1% VHIX A, 2-SEQ ID NO: 1681751 41 Hi )
QIMRIF A, UL VLIX , % VLIX 4, 47SEQ 1D NO: 18519+ %1 i & LR T 51 5 (e) VHIX , i%VH
X AL SEQ ID NO:52H HIH LR T 41, LA X VLIX , iZVLIX A% SEQ 1D NO: 5391 %1 Hi i)
TR F A (F) VHIX , iZ%VHX A2 SEQ 1D NO: 941 41| i () & JE /R 7 41, LA R VLIX , iZVLIX 4,
FrSEQ 1D NO: 959 #1 HH & R 7 415 (g) VHIX , iZVHIX L5 SEQ 1D NO: 735 41|t (1) & 2L 12
JF 51, BLRVLIX , i VLIX AL & SEQ 1D NO: 749 F1| H I 2 R 7 41 s (h) VHIX , i VHIX A3 75 SEQ
ID NO: 627 1 H i S Rl 1), LA X VLIX , % VLIX A5 27 SEQ 1D NO: 6371 41 Hi i) & JE R FE 41 5
(i) VHIX , % VHIX B % SEQ 1D NO: 1189 %1 i ) & 2 /7 41, BA X VLIX , iZVLIX A% SEQ 1D
NO: 1195 B H I = LR 7 41 5 (§) VHIX , iZVHIX AL SEQ TD NO: 154,163,172 8181 H 51| H
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& FERR 541, LA M VLIX , iZVLIX A5 SEQ ID NO: 155,164,173, 88182 5] Hi () S L R
515 (k) VHIX , iZVHIX A5 SEQ ID NO: 1061 51 th 1) 2 2L 1R J3° 41, L JZVLIX, iZVLIX 55 SEQ
ID NO: 1079 B & LR 41 5 (1) VHIX , iZVHIX A5 SEQ TD NO: 1385143 51| H it & 3%
B2 41, LA S VLIX , iZVLIX 414 SEQ 1D NO: 1398 144h %1 H () 5 JE /R 2 41 ; B (m) VHIX , % VH
X AL SEQ ID NO: 1299 H1| H 2 LR 7 41, LA X VLIX , iZVLIX A2 SEQ 1D NO: 1307171
M EERR 1.

[0026]  7E— LS 5] v , XURE 5 ML BT A A FK) 26 — 45 5 S5 M0 55 SEQ 1D NO:1-6+
51 Hi 1) — 4 64~CDR.

[0027]  7E— LS fo) b, XURE R DU QAR 1 58 — 25 & A I EL & VHIX , i VHIX AL &5
5SEQ 1D NO: 7H 31 H i) S 25 1R 7 41 B A 282090 % [R] — 1 (19141, 91 %6 .92%6 .93 % .94 %
95%96% 979 .98% 99% 5100 % [7] — 1) (1) 2 FL 1R 7 41 o £ — LE St ) o, YUKy S ML
PR R AT 55 — 25 5 45 M B 5V, i VHEL & SEQ 1D NO: 7rh 31 1 ) 2B BR 17 51

[0028] £ —LLsii 5] o , YUK S Pk HUAR AL AR 28 — 45 B S5 M AL S VLIX , iIZVLIX &
5SEQ D NO: 871 31 4 I & KL PR 15 51| LA 55 /90 % [ — 1 (11801, 91 % 1 92% <93 % 94 % «
95% .96% 97 % .98% .99 % EL100 % [7] — ) () ZFE MR 7 41 o 75— LE St 4], XURE 47T
PRRIER AR I 55 45 & G5 3B 5 VL, VLA S SEQ 1D NO: 870 51 Hi ) Z FE R /7 91 «

[0029] £ —sLsijiifiloh , Horp 58 — 45 S A I EL S (a) VHIX , iIZVHIX AL & SEQ ID NO: 7+
S )RR P51, LA VLIX AZVLIX A5 SEQ 1D NO: 8+ 51 H () & L R T+ 51 o

[0030] 7 — bz i) b , WU S 1k AR R i A4 00 5 5 CD1 94 & B 5 — 45 B A A ek, %5
— B A AL A SEQ ID NO: 851 2 JE R 7 41 HiCD 19 ] AR 42 B 45 14y 3 DA I 75 4 SEQ
ID NO: 8412 M2 Fr #1 B 4ICD19 ] A8 B 45 My dek, 28 — 45 G 45 M, 58 — A S 4 I8
FEASEQ 1D NO: 7( EUIERR 7 41 (1) HLCD3 AY A8 5 B 25 Mg LA K S SEQ 1D NO: 8 U HE iR
FP B U CD3 7 AR B B 45 R dsk o 451 2, 8 — > St B o, BURE S A LR R AR 0 5 2R —
SR, FH G G A ISR A SEQ 1D NO: 86l R T A, A1 5 S A, H A g
B EE AL ESEQ 1D NO: I HE IR P 41| o 75— SL St il v, UK S 14 B A A 2 44 75 SEQ
ID NO: 87 F B R 741 o

[0031] 7 — bz 5] o , Uk S 12k 0 A4 ) s A4 00 5 5 MSLNGE & B 5 — 45 B A A ek, 25
— G RIS B SEQ 1D NO: 41 R IR T 41 B HIMSLN ] AR B4 245 My 35k DA % 25 4 SEQ
ID NO: 40K 2 L2 Fr 51 B HIMSLN ] A8 H 45 My ek, 28 — 45 S 45 M, 258 — A S 4 IR a
FEASEQ 1D NO: 7( EUIERR 7 41 () HLCD3 AY A8 5 B 25 Mg LA K S5 SEQ 1D NO: 8 U HE iR
FP BUH U CD3 7 AR B B 45 R dsk o 451 2, 5 — > St B o, BURE S A LR R AR 5 B —
LRI 12 H T IR SEQ TD NO: 42K S SRR 7 41, ANSE —SE S Mg, 1% 5 4
B EE AL ESEQ 1D NO: 9 HE IR P 41| o 75— BL St il v, UK S 14 B A A4 2 44 £, 75 SEQ
ID NO:43.445045 51| 1 ) A FE IR 551 o

[0032] b i) o, OURE 7 1k AR R i A4 00 5 S DLL3SE & 1 5 — 45 B 4 f ek, i 58
— LA SRR AL E S A SEQ ID NO: 74K Z LR Fr A1 A FIDLLS AT AL A B 45 Mt L K 5 76 SEQ
ID NO: 7312 M2 Fr 51 B 47IDLL3 ] A B 45 My ek, 28 — 45 G 45 M3, 58 — A S 4 IR E
LB A SEQ 1D NO: T IEER 5 51 1 HTCD3 T A% H 5 45 M DA & & 45 SEQ ID NO: 81 & JE 1R
FP BUH 1 CD3 7] AR B Bl 45 R dsk o 451 2, E — > S B o, RURE S A LR R AR B 5 2R —
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GERIR, % G A ML A SEQ D NO: 75 S IR 41 , R o — 45 & 4 M Is, 1% 58 — 45
A AL S SEQ 1D NO: 9 &L R 7 1 o 75— L St {51, XU 55 14 470 A A 22 7 B 75 SEQ
ID NO:768L77H F1 ) R LR 751

[0033]  7E—Les a5 , XK e R TR R @A B0 & HFLT3SS & 10 56 — S5 S a5 i3k, 1% 28
— GBI AL A SEQ ID NO: 631 2 JE 1R 7 41 PLFLT3 i) AR 42 B 45 4y 3 DA I 75 4 SEQ
ID NO: 620 &I FE /7 F I HTFLT3 n A% B 25 # 3, 28 45 G 45 i3k, %88 45 G 45 it
EEASEQ 1D NO: THIE LR 4 () PTCD3 AT AR 54 45 A4 4k LA K &4 SEQ 1D NO: 8H & FE R
JF B[ 470CD 3 R AR B i 45 A5k o 451, A2 — AN ST, XU R LR M R E S R A A
GERIR,, 1% 50— 45 B A5 ML & SEQ 1D NO:64MI R IR 741, 55— dh A Ml %5 45 &
SERIIEAL B SEQ 1D NO: ORI Z IR 7 41 o F — LL s it () v, 0U4E S Mk AR #4027 SEQ 1D
NO: 65866 71| H (1) 2 HE 1R 7 71 -

[0034]  7E— LSy, XURF R PE DR M AR L 5 SEGFRVIT I 25 & 1 35 — 45 G 45 M3,
AR A IR B A SEQ 1D NO: 31 2 F5 12 /7 ZI I PLEGFR T T TR AR 42 B 45 44 35 LA
KA 45SEQ ID NO: 30/ 2 18 7 4 I HiEGFRy T T T 1] 4% 5 fF 45 M3, 58 — 45 & 4538, 1% 4
TGS AE S ASEQ ID NO: TR IR Y A HtCD3 W] A% H A 45 A 3 DL K 5 SEQ
ID NO: 8FZ PR 75 71 1) it CD3 A] AR A2 B 445 K 8o A 4, ££ — AN SE A5, BURE S Ve e A A 2
S B -GG % S A M-S SEQ ID NO: 320 AL 741, 3 45 A4
P32 50 5 A G ML 5 SEQ 1D NO: 9 &L R 7 471 o 75— L St 451 v, XU 55 1 4 4k
FIEEA AL S SEQ 1D NO: 337 41 i L BR 1) o

[0035]  7E— et 5 , RURE S 1 PO AAR R A0 2 5 BOMASS & 1) 56 — &5 & &5 i3k, 1% 28
— S G E AL E S A SEQ 1D NO: 9511 2 Bl 7 F1) i HUBCMA i) AR 2 4% 25 A 4 DA B2 254 SEQ
ID NO:94R) & HLFE /3 #1 i HUBCMA R A% B 25 # 3, 28 4 G 45 i3k, %38 45 G 45 it
FEASEQ 1D NO: 7( EUIERR ¥ 41 () HLCD3 AY A8 B B 25 Mg LA K S SEQ 1D NO: 8 U HE iR
JF B 470CD 3 R AR S 4 45 A5 o 49, A2 — AN ST, XU R LR M R E S R A A
CERIIE L5 GO IR SEQ 1D NO: 96/ Z IR P51, 5 —4h Br aE Ik, 1% 58— SE A
SERIIRAELESEQ 1D NO: 9 R IEIR P 51 o 1F — LSt 51 b , BURE S M fU AR AL B AR B3 SEQ 1D
NO:98EKSEQ 1D NO:97H FI| i (1) AL 7 41«

[0036]  7E—LEs a5 , XU 7 R PUAAR A AR B0 & 5 PSMASS & 1) 56 — 45 & &5 i3k, 1% 28
— B A ERIRAE S ASEQ 1D NO: 11988 107 F &L IR 5 41 Y 470 P SMA ] A5 4 &35 g 35k DA %
EASEQ ID NO: 1185106/ & IR 7 511 PrPSMA A] A% 5 45 My dak , 55 — 45 B 458k, 1% 28
A A S S A SEQ 1D NO: THIE ELRR T A1 I H1CD3 n] A% B 25 My DL 2 & A SEQ
ID NO: 8 Z B R /7 41| B i CD3 n] AR A2 B 25 M 3 o A 4, £ — AN SEHAG] 1 , URE S M B A4 A 2
L5 2 — S B AR, 2R — S5 B S5 M 5 SEQ 1D NO: 1208 108 &I FR Fr 41, 5 —
GEA R, 8 A A SIS AL A SEQ 1D NO: O S FE IR 7 B o A — LSt ) o, XU
PEHLAR K E 4L A SEQ ID NO:121.122.109.1108% 111 51 HH 1 S L 18 7 571

[0037]  7E—Les 5] , XK R AR R @A) & 5 CD33&S & 11 56 — S5 S &5 M3k, 1% 28
—E A EMIRE E A SEQ 1D NO: 185 19/ & AR /7 51 (1 JtCD33 n] AR 42 Bl 4 M 3 LA B &5
A SEQ 1D NO: 163171 &I/ 7 1 i H1CD33 A] A Bk 45 My dak , 55 45 & a5 M, 1% 55 45
H S5 E B A SEQ ID NO: TR LR /7 41 B HCD3 ] A% 5 45 #y 3 DL ¢ &7 SEQ 1D
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NO : 8H & FE R 1 41 A 70CD3 W] AR 58 4 &8 ALy 35 o 5 1, 76— AN S B A5 o, SOURE S5 1 P AR #  Ak
B — A I 1% G A S A SEQ ID NO: 1898 19011 & LR /741 » 5 — 4%
A NI, 1% T A SIS A SEQ ID NO: 9 S JE TR T 41 o 7E — SL St 5 o , R T
PRI E AR 47 SEQ ID NO:20.21.228523 %1 i I 2 L8 7 771

[0038]  7F— LSt b, XURE S P B4 A4 i A B 5 55 CDHL 945 & 1) 28 — 45 & S5 i 08, 14 58
— A G S A E S A SEQ 1D NO: 53 EEER 7 FI I HTCDH19 n] AR B2 B S5 M 3 ULl & A
SEQ 1D NO:52[1) & FEHL 7 FIPTCDH1 9 v] A% B B 45 M8, 28 25 A a5 Myl 1258 85 & 450
BALE S A SEQ ID NO: 7THZ Bl 7 41 () HiCD3 W] A% B 4k 45 My 3 LA K 274 SEQ 1D NO: 8IH&
WS A TUCD3 R AR 42 B 4 M 3 o 51 G, A — AN St A9, XU St p AR A AR
GEGEEMIIR A — S5 O S ML A7 SEQ 1D NO: 54 G LR T 1, 4 45 S ek M, %48 —
G GE RIS ALASEQ ID NO: ORI IR 41 o £ — BB S it 5] b , XURY S Ve AR b i ik
SEQ 1D NO: 5591 %1 i () & LR T 41

[0039]  #F—LL STyt b , XURE P BG4 B 5 HMUCL T 45 6 1 28 — 45 & 45 i 08, 1458
—E S RIS A 54 SEQ ID NO: 155164173 8% 182K) 5 R /e /5 41 (R HIMUC 7 ] A 4 %
CERIIBLL K A4 SEQ ID NO: 154,163,172 8181 (K & L )5 1 i iMUC L 7 7] A% B 4k 445 M 3,
FEE 25 A I, % 5E A B A B B B A SEQ 1D NO: TR S LR 7 H1 i B CD3 m] A% B
BELE MY DL K B A SEQ 1D NO: 811 & 2R ST 41 (1) Bt CD3 ] AR 4k 25 M3k o 75 — L S it 451 -
KU S AR M A A 27 SEQ 1D NO: 156165 174851831 71| Hi [l S LR B 91

[0040]  7E—eszjiti 5 o , WURE S TR A AR L B e 1dnl8. 285 G [ 5 — S5 & 45 3k,
A IR S SEQ 1D NO: 13981441 & FE R 7 41 i $ic1dn18 . 2 0] AR 2 Bl 45
FIBLL S B SEQ 1D NO: 1388k 14311 2 2L MR 7 FI i Fic1dn1 8. 2 W] AR Sk 45 f 38, 28 — 45 &
CEMIIR,, % T A O EE MBS S SEQ 1D NO: TS IERR T 41 (1) HCD3 A A% H 4k 45 A4 45 LA
S EASEQ 1D NO: S[R3 F1 I HTCD3 R AR 2 55 45 Mk o 451 Gt , 75— AN S fta 451 1, RUHF 57
PEPUARK AR L 58— 45 B 5 M, 1R — 45 A 45 AL SEQ 1D NO: 1408 14511 2 2L 12
JEH, RIEE g5 G g5 M3k, 12 58 45 A G5 ML S SEQ ID NO: 9 &R T 41 o 7F — L ST i
b, XUEE St AR M A AR AL A7 SEQ ID NO:141.142.14685 1479 %1 H (1 S LR T 51

[0041]  7E— et 5 1 , RURE = LR R @ AR 00 B HCDT0S & 1 56 — S5 G S5 i3k, 1% 28
— A G SIS A S S A SEQ 1D NO: 130 & LR 7 FII PTCDT0 i) AR i 5 S5 /3 LA Je &5
SEQ 1D NO: 129/ LR 7 FIHLCDTO RS AR H £ MyIak , 5 45 A a5 i, 158 85 B a5 0
BALE S A SEQ ID NO: 7THE 51 7 41 () HiCD3 W] A% J 4k 45 3 LA K2 274 SEQ 1D NO: 8IH&
FEBR T A B U CD3 m] AR 4 25 M3 o 7F — LB St 451 H , XU S 1 TR A 2 B 2 SEQ 1D NO:
131 HI H AR 751

[0042] A4 & 9 25 W0 TE ) ot A 35 G PP o (E — BE S R, 1% 2% PR LR B B =R
MR AL BRHAIR AL I AR AL L E IR AL TOoRIR L A E R (BEER £ L 2- (N- i IRAR) £
TR PR h Bl L 2H A o 7E — S St 5 Hh 5 28 b3 7 TC 1 o DA 20 5mM S £9200mM (5% 2 10mM 42 £
50mM) [ 94 B i FRl A7 7E

[0043] A4 T 1 25 W0 IE ) ot B 5 0 o 6 — BB S 48] PR, B S BRUBE I R E — BB St 4]
HH B I (191 G L) B ) o 7 — S St 51 A, W R IR VR e BRI L) AL I
HAH L A — S5 T, BE LA % BEZI15% (w/V) (80419% £ 4712% (w/V) BiZ15% &
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2912% (w/V) BRAIT% B 2912% (w/V) ) IR FETERIAZLE T B A o

[0044] 43k 5 (1) 24 P TC i) ot A 5 0TI V% 1 7)o 76— SR St A9+, 12 3 THT 9 P 1 A 2R A
FERE20 5 (L AL EE IR A0 L 58 1L AL B 60 L 3% 1L AL RS0 VAV VD U 188 VRIS VD k407 it Frid
X-100. %A L4 PEG 3350.PEG 40005% 4 A o 78— Lesijff b , R 10 75 1477 LA 0. 004 %
F£410.5% (w/V) (8L£10.001% ££50.01% (w/V) . 5LZ10.001 % ££70.5% (w/V) 8L 4]
0.004% ££70.01% (w/V)) B FEJa B AFAE T Re il b

[0045] 75— ks it 451 H , PHC i) ot 1 92 328 TR YO L D 29 150m0sm %2 2)500m0 sm o 75 — 26 5 it 41
o, B ) 8 3% R AR K F500m0sm/ L 450m0sm/L 400m0sm/LEE350m0sm/L o 75 — £ 52 i 451
Hh, P S PR S, 140250 - 350m0sm/ L.

[0046]  #F — e S rfr , 24540 ) A 2 LOmMAS Z 8 9% (w/V) FEREAN0.01% (w/V) 1L
FAREFES0, I H. I rp 25 W0 EC ) 5 A pH M4 . 2 o 7E— S8 S2 i 5] b, SRR S M A R 2 44 DA I 24
10mg/mL %2 £7100mg /mL ¥ 4% 52 Y0 [l A7 76 G i it o o 76— U STt 4] v, UK S 1k A4 A 2 A
PL10mg/mL.11mg/mL.12mg/mL13mg/mL+14mg/mL+15mg/mL+16mg/mL17mg/mL.18mg/mL -
19mg/mL+20mg/mL+21mg/mL+22mg/mL+23mg/mL+24mg/mL.25mg/mL+30mg/mL . 35mg/mL.40mg/
mL45mg/mLEL50mg /mL I A7 T L il v o 78— Se ST 51, OURE S BT DL AL 291000
g 22 2 200mg 1) 5 Yo A7 7E T B il i

[0047]  7E— LSt fy) o , AR5 5 P 225 P C 1) ot YA TR A1)

[0048]  #E 75— N7 I, ASCHEIR TIRIT A 7 W 328 IR 10 7732, 1% 07 1R B 4 1) 52
TR it FH AN 9% % () B ok

[0049]  RIFRAE, B AR UEEH A 19 2N ST 2 H B8 15 S 2N HEZ ST,
AT DA e R B R A B RV ORI A S St o AS B R B AR T
B IR BB — PRREAE I S A5, DAELHE i B AR 2E R ) S A o RV R, RS
Fift /=AY e Fg—Fh/— AT Fh/ ZA, B, “— R/ — NI ERE 4 MR ARR
Fift /= ANERZ P/ AR EERE E T R R, RAE “—Fh/ — AN =P 2 Fh/ — A EZ
N PL KB —Fp /B /b—/ (at least one)” B B #HhfE H.

[0050]  3dc J87 B it , 24 F75 R ML 90 FBI BN , BT 48 A AR ALE 1T LA A 123 BBl P 4K 380 1 SR AME S 451
n, “MZpH 42 25pH 6 pH” T LLZHANR T, pH 4.4.2.4.6.5.1.5. 555, DL S I Lef 2 [A]
(IEATAE - 7340, “MZIpH 4Z Z9pH 611 pH” AN N MR8 S 7= Fi B =5 FEC i1 o (1) pHAE it A7 19
[E]7EpH 4% pH 613 Bl N AR AL 24N pH A, T 2 F8 VR 1) pH AT LA FE %30 Rl P Bkae (L, 7% HLpH
TEL)ZpH N RFEZE M

[0051] 4 fii ARG “40” i), H B 4B AT 4 25 807 0 B8 25 B A 45 3071115 %6 . 10 % . 15 %
B 2 o PO B SEBR AR AT A B SCHfE

[0052]  FEASCHTIR AT AR Ve P 5 1230 Bl 1) ot s BT P2 Rl Y o SR i iR ia 5 58 T
HEBR AR AN / BRAS 5 B s 19 AH ) 3 ] o DA B V7 P B A2 45 B 1T AR B Ak S i =X, 4 K B
(1) 573 AN AR FI AR AL XS T AR B AR N SR 5 K2 2T 5 W, I BT A X LSRR AR |5 7
VE AR I BRI 7 THT o [R) B , AR ST 1R A4 i B PR R A0 mT DA R A Rl 2 470 PR ST Tt 481, 3K A 52 i 44
B TEAE A R BRI 5 T, TV I SRR i 2H A 2 75 78 b SR A R BH ) — /N T T B S
B ELAREE J o 1 ., R A SCRTIR B AR i B 48 50 25 B A BIR 1) A A A0 R G 5 AR B F gk
IR S AR (AR SR FE IR N R BER)) & AEAVE A R B 5 THI
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[0053] A5 HE A 2% ekt 5] FH DAL BARE N .

’3 15 BR

[0054]  E1$2 A EIR R 74 CRIEAFFAE N FE LN TR J 0 — A AR =A H A
10mMA 2R 2.9 % w/ v RERE 0. 01 % w/vER ILALEERE80 pH 4 . 28 ¥ T Fi il fb H , 48k R~
HERH & 08 AR 1% (SE-UHPLC) AT VFAL Y, % B 20mg/mL[¥) BITE®-I, BiTE®-C FI
BiTE®-G 757> 15 (HIW) 151 B 7L o

[0055]  EE2F2 AR oR 1 R4 CIRIE AR SR AN ZE LIS TR j 0 — A AR =A H AR
10mMA Z R 3.9 % w/ v EERE 0. 01 % w/vIR LI ALMERES0  pH 4. 2/ VAR EC il i v, 24 R~T
HERH & OB A 1% (SE-UHPLC) #H4T PFAL B, % H 20mg/mL1#) BITE®-I. BiTE®-C
BiTE®-G 1] 57)> 7& (HIW) #5157 L .

BASHEA

[0056] R H FIvR T A A B & e, B E AN S A BRI A PR PE N B B
[P B A AR AL (BB 1 A A PR AT SR A2 — > B 3 (v o A A3 U1) 7 2 3G Iy o 1
W H AR E IR D TR AR s IF HARAL ) 25 M d il it v DU B T X RE A

[0057] @, WA SCAT IR I PTAR M AR CL 2 1mg/m1 (Bl R A FF5W0 2018/204907) Bifx %
218mg/mL (B fr A ZW0 2018/141910) [ FE i A7 A/ B TR 1B 1l it b o PESS mn WR FE
N, W B B A . E PR A TFEW0 2018/204907H H4iR B 450 5mg/mL - 20mg /mLyL {7k
TR TC 1) B A B T AR OURE S PR AR AR 1 7 TS 771 (481 0 — SR T B B0 2 2K
1 FR BB ) o FE — LA 00 1, Jd e FAth 07 xS BAR e 1k , 497 il a2 B TAC i) s £ pH o 481
un, EFRAFFSW0 2018/1419108% 5% , & AURE S HEBUA M 244 (5mg/mL) H B A {KpH (R pH
4..0) BT ) b b 72 BE B A pH (191 lipH 6B B 1) 1 LA AR ] 0 4 R B2 4D G o ot B AR o [
I A pHA BT 0 1) 0 e e o SR T, A0 AR ST AR 1) 0, 5 v VAR PR U S PR A ) A
(5l , 20mg /mL) F L il GRAA TR T =3 EAFIT (8] 55, fE4°CFI40°C =& N, H &
BHHbAS e (W, BA & 15 HMW) 205 AR & 2 k) AN 75 B2 B J65 771 2 A A2 e 77
H A T B 1) pH o AR ST 5 1A st R 14 v A< 58 E a1 o £ T AR A3k 8 A B sl & 5 BRI R A i 24
VC 1) ot A PRl 75 A 43 (AN g ) Bl 2 A e R H At 4 ) = R

[0058] A B FRAL 1AL B v iR B I BURE S M U AR R R A4 (51 i BITE® 4y 1) (1) & 5 B
it s FE AN T R 292 %6 10 0URE S 1 P AR A A DA =5 - B (HMW) 42 J5 %) T X A7 A8 T T i b
H,

[0059]  FEAH: Fe H , AR “Fam B B Fam 407 5 S 25 W0 IC il i 1) B AR RS 1, e ) Hb
P RE VR G (B A RURE S PR LA A A A B i As e v RE R FERC 1) I 72 L 18 i il A7
st FH U TR] o e 5 B0 T 1 it o e rp PR OURE e 14 oA ) 2 A 8 i A7 J5 A0 I Tk 78 (91 an
R/ FRUR HURTR A IR T) A SR AR5 LB RN/ Bl A 27 S B AR AR i P D T 1) & » B
H e e P T DL T B 25 (HMW) 905 % e 1 7 AR K R B DA B 5038 W A AR AE
Kl & o

[0060]  GnASCAT FH, RAB “RAE” /& H6 0 T (R BB A B 51, ) n 4 i Y AR AR ) 54k
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SEEEA R AR R A ER AR N A R R R AT R A T e R AR
B, 3 H A AR N E 2 T8 (W) ), B, EA LA RES Ty T EEn T &
5o

[0061]  AXSCAE AR TE “ (B ) RN B HE R B & 0 T ENE A T, I “FE R
7 B2 AR AN 2 B A BRI B 0 i (B A0 BAA) a2 AREAE AR SR ] 5RGE “S 1
) IR CHMW EL 3 A5 FH o B SRR AR K (/S (34 2R (I mT LB H 2
AJ LRI DL K B4R FE AR BICK) S TEES GEAECKRBINEDIR) LB H g5 i CORERAREL T
KRR/ A M) Ay TRV S LA A EL TR IEHY) Al AE AR 8 AN R A T
REENRTE 55 211 2 100nmf¥) KNG, I AR B BUSUR 78 55 . A] W, (£50.1-100nm) Aw] W, O
100nm) JE [ o BT b 70 1) B 1 Joi 51 45 AR08 0 R s R 1R iR R R, RAE S (R A D R
EEAR” TR PP ECE 2 P ER 1 SRR BT B R SR L 4 & Bk o B AE R AR PR

[0062]  dASCT L, ARAE “ 5075 (LMW) ™ 4 J5 A& 48 SURE S ME Bk b A i A B

[0063] iR ST AT, AR “2G I il i U5 O T 1) A e B 52 A 2 it P A TEE 1 o AR
BT BCAMAR” BB B AET AR AR SO R B A F R FE AT A B e FH A R BH (1)
29I ) 5 ) S2 A R R T I 32 I AL 2 i E BN IR N R KRS
A IR A KRB N B AR BEAR SR AR N o AN B 1R 24 DI ) o A A B RN 24 5
ARSI, RORERE 5| K B Ay BEIVE T RCR 0 AN 2 18 Tt FH 24 W0 o) it 1 32 303 b 5] Ak 3
EEAAT B R B A B AR FH o A R BH (1) 24 2% b nT B2 sz (R BE ) o] DO TR B 11 o B HE , R
T A5 BT EERZ 07 AT DL S B BEATLAL) B At 52 5k AR 25 L EE S Y R A A L I
H B AR A (R PR T el B LA REAE 1 R

[0064] 7 —SEsjta il , A B 78 fhadk 1 BC A, A 2 /0 10mg /mL I &1 5 AT E
(1) CD3 2 & (1) KUK e MR BT A2 L) J A 2 1 i R SR TRVt P 591 G rh a2 )t EL A 1) pH ]
FE MA-6 o FE— e STRt 7, OURE e MEBTAR A AR LUK AR 7 UL [R5 & CD3 A EL R Hh il —
Fh: ACDH19. AMSLN, ADLL3. AFLT3. AEGFRv111. ABCMA. APSMA. ACD33. ACD19. A
CD70. ACLDN18. 28 AMUCL7 , DAf5 %7 i 45 3% 14 40 i 5 T4 i i 12 , AT 75 5 T4 i A 3 1 %
SO 1) M A R A

(00651 i i fis (1) &N 7 T AR a0 o 15 bR R ) ASE AN 2 R 108 T 5 52, 1 AN &2 B 7ERR
HlA B AN SO B RN G — 1 BE 55 , IF BN ER AR , 7T DL FE A SC Tl (P RRE 1 BT A 40

I
= o

[0066]  HiJELE G

[0067]  “PLlsi4s &7 2 A& S & B, 45 /S R e I RE TS (WnCD3 A/ B
CDH19 MSLN.DLL3.FLT3.EGFRv111.BCMA.PSMA.CD33.CD19.CD70.CLDN18.2.8¥MUC17) 454 .
PURSS & E AU S SCREBELE 57, HARVFPUR S & S Eck AR iR 46 =8 5HR
SERIR AERBIVETT I, LRSS B PR Bk E A, sPUR 4 G Pk A B
[0068]  RifE “Pifk” 45T BMPUR S & REIRE D “PuiE” £ —MPUR4 &E 8 Pk
A LLZTgA TgD TgE TG B IgMILiA , [0 A 1861 1862 TgG3ERTgGAH AT —Fh o 7E 2 S it
frh, SERESUA R & A B K ERE MM X 2 KR Prid B A 22 X FIE E X . fETgGIE
H, AR XE N 29100- 110805 2 AN 4R, 5 =N BAMAE X (CDR) , 3 A T hi R 14
Al 3 H 585G AR U ) HAb ik 2 AR v 48 X8 A 22 20 = AN EEECDRE =M%
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BECDR (KabatZ$ N\ ,1991,Sequences of Proteins of Immunological Interest [y AHK%
HHFTFH]] ,Public Health Service[/Ad:TAEIN.T.H., WEHIE, L HE 2N 105 L
ChothiafiLesk,1987,J.Mol.Biol. [ZFAM =42 &]1196:901-917;Chothia%s A, 1989,
Nature[ F #R]342:877-883) , AL THESLIX N (HHKabat&E A\, 199148 EHESE[X 1-4.FR1.FR2.
FR3\FIFR4 ;382 W.ChothiaMILesk, 1987, [F] 1) o fH 52 [X 5 ¥ P4 55 45 5 % R G0 0 41 A4y
T

[0069] 75— &SI ], IAC il o PR 0 A A2 U S Pk A, B &5 6 P R AS [ BB AR (R P Ak (461
un, CD3FIAN] 28 —5BAR) o

[0070]  4nATSCHT F, AR “XURE 17 2 18 5 PR R BE SR 45 & i P iat @ 4, B, HA
R A AN S S A M, oA SR — S5 S S IS — Rl R SR (5 G, S
MR LR 456, 9F Bz 28 46 4IRS 7 — M R 5B (F1n, CD3) 456 . R, iR 4
A 5 P AAAA B, B ) T A R B iR SRR (1) AR S M o AR “BE A R T e 2 T
FH 2 0 33 I HAFAE T 20 i 2 10 DA A4S D8 AR ST I B A4+ s A i B3 B B iR 4 4 L
AT DR B 0, e A 1 5 A A0 B A 43, OB K A A D A5 R, DL e L B 1 R R K A A
VIR S Vi QR B 1 o LA I8 b R e S o AR R BH IR VR 5 22 R S PR LR A R AR 9 —
S YU AR, 5 AT = A E g, BRI =R (DY A TR ) R
TR AR

(00711 4n A S B BEAA 1 OURE S R o A4 R0/ B AT A4 A 28 A4 G355 (ELAS PR T4 e 1) UK e 1 e
JEER A (140, BsTgG) /L F B NI B0 i 45 6 45 M3k 1 TG (9] 4, %2l g o % (1) A 2 B
TR v E B 3 AN PR 45 25 M350, B 25 R 3B LA BN P A R AR 25 M3 (i), Fv B
scFv) ) \BsAb A Bt (2, BURE 5 BB HLAR) SURE SRR A& 2R ) (B, 520808 5B 0 ik
(PP IR 25 6 S5 #0380 FBSADZE &4 . 2 WL, 40, Spiess® N\ ,Molecular Immunology[73¥
T 167 (2) #4rA:97-106 (2015) , Fodthid 1 & MpRURs e e T X 9F @ I 51 IS0 X
R S P A AR T S 4 B0 HEAELAS PR T XU AAR B LT AR B B s e v UURE 57 P4 T4 i 482 5 57
(BiTE®) JE X (Hd i B2 Sk 5 B2 P9 A BB T A8 Fr B (scFv) Il & 8 )  fllFab2 X1
e F YA DL B & KPR TR @R . 2 WL, 140, Chames MiBaty, 2009, mAbs [
PR ]1[6]:1-9; flHolligerflHudson,2005,Nature Biotechnology[ H R4+ A ]
23[9]:1126-1136;WuZE N\ ,2007,Nature Biotechnology [ HARAEH AR T25(11]:1290-
1297 ;Michaelson% A ,2009, mAbs [FEyLfEHiIA]1[2]:128-141; H 5z TR AT 5
2009032782412006020258 ; ZuoZ A\ ,2000,Protein Engineering[Z A it TA£]13[5]:361-
367 ;35 H & FH iE A 1520020103345 ; Shen®s A ,2006,] Biol Chem[ZE#ik 2 44:E]281
[16]:10706-10714;Lu%% N\ ,2005,] Biol Chem[4E#){b5 2451280207 :19665-19672; LA
JFKontermann,2012MAbs [FL5a [ Fi4A 4 (2) 1 182, B g 1X Lo &R BH fa Hth I A A

[0072]  #F— st 451, AR S BT R C fl o B 2 0L S M O AR A AR 120U S 1 B A
FERAAE & SRR PR 2 A — 45 A 45 M. ST R T B i ACD3&5 & 138 —
GEG A IR, DL S AT 326 b e B2 25k 38568 1 ot 5 A B - CH2 485 ) 438 - CH3 25 My - 12 3k - 4%
B - CH2.45 #0458 - CH3 &5 A3 1) 38 = 4 P 3 7 — SRSt 9] 1 , 25 — 25 G S5 M RN 5 — 45 & &5
P A ) R — AL S VHIX FIVLIX

[0073]  WATSCRT L, R1E “G5-& I8 245 (R Ehh) 456 280+ (Bi)F) B4 e s
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T B 8 AT 15/ S Z A R A SRR AT R AR ELAR /R A B SR A Bl R 55 ) 4 A A, T
BB (L) 5 4n 4y 51 A CDH19 JMSLN . DLL3FLT3 . EGFRv111.BCMA.PSMA.CD33.CD19.CD70.
CLDN18.28{MUC17LA J2CD3 . 55 — 44 & 45 #4358 (IR 5141 WiCDH19 MSLN.DLL3\FLT3EGFRv111,
BCMA.PSMA.CD33.CD19.CD70.CLDN18. 28{MUCL7) fH &5 ) FI T RE , LA R ik ik 4 — 454
SEA I RANCD3) 145 #6) F /B T e 2 25 TPk, Bl in A K B e B i skl 1 7> T 454
A1/ 8 ThEE , A/ B8 TR e L B it vl AR S 4 (VH) A1/ Bl ] AR % (VL) 25 R 3 S B A
e, 5 — 4 G S5 IR R AR AE T A7 AE =N 32 BECDR (BPVLIX ¥ CDR1CDR2FICDR3) F1/8% =
AN EFECDR (P VHIX [JCDR1\CDR2FICDR3) o 27 — 45 A 45 M3l I e ks B0 3 se VP B 285 A IR P
(1) e /INGE R L SR o REAR I 3, 2 — 2 A S ML & 22 /D = AN BECDR (EPVLIX [ CDR1 . CDR2 AN
CDR3) i1/8%, =A™ HE 4% CDR (B VH[X [*JCDR1 .CDR2FICDR3) o 15 AH 45 — &5 & 45 My el F1 /B 45 — &5
45 ) Sl R 0 T W T AR R TS B R O e T v AR B AT SR A Y T AN A2 8 I K CDR T 471 A Tt
FATAERT (B e b)) PUARRE A 2 s S8 b = AR B AT 3RA5 10 o

[0074] 7 — st ol v , 5 ¥ AN B 3 T o R 25 6 (1 38 — 45 A 45 M 3ORN /B 5 CD3 e 25 5 11
S G IR NG G S B DA NG G S I BRI A A A A T
H5HEIEN GEUmG 5304 B an i 28 KR R B f) ) v AR X /8 iE € X I PR ek bk
PR AR A S IR 1) — 1L ] S o 3% ot 17 S A0S IR ) B 11 5 (1) A7 AE 1T DA BCPUAR B A pg 2 A
[P B R , B3 AT DL 80U A B X TR B AL AR I S B RLET Ol T e A
VS IAT A I PR BT AR A A, W DUdE I AN Bk Dy se 51 N W5 U5 sh A LS o5 55 4)
PR SE A NPUIARCSR AR N BE 4 N BT/ upk i g ik .

[0075]  #F—LesLitifirh , Pl 45 & B 0 A PRI @K scPv Rl & AT AR L HE | scFvik
Sk PR AR 42 il 5 A 38 o AT A2 b, T AR AR B P COR B PR 422 2 s e Fv 2 Sk BN R 3 , 12482 Sk 19 C R B
Bt B2 28wl AR E R PN Bty (N-vh- 823k -v1-0) , AR T DU He A B (N-v1 -2k -vh-C) . i & AR
Hhy, 7T AR B I CAR i P 12 28 s o F v Sk N R i » 12422 Sk IR C R i PR 482 22 ] AR A2 B N R g (N -
v1-$2k-vh-C) , EARAT DL HR A Y (N-vh- 423k -v-C) o PR th , scFv ) $ 2 At B v o o) A 4
[T — B A (] scFve.

[0076] A4 & ¥ HUAA AL S AR 1) 28 /0 P A & 5 & AL SR R AR S5 Ry 3k (VH/ VL) ] DAL 55 Blm]
PAAEL B i3k (RIBR K)o AR FE AR A B, AR “kE k™ A& IR AR R LR ST 41 < i 1 2
R 7 51, A% 78 P HU AR R AR ) — A (T AR A/ B4 ) S RN 55 — (AT AR A/ B 5 ) 4544
B SRR 7 A4 e o IR S th AT DL A T4 58 = A A 385 A i IR TR A A 2 A ) A
SERIREL A X R S B AR ARFHEE T ENE EARM R G M & A KL 2T
S [H 44,751 ,180F14,935,2338KW0 88/09344 ik 1) AL , ¥ Hodik 78 N 25 3@ 3 5] LA
FLREARNRR I IE N o IRFE St T FH 70 3 Ath 5 A S AR R I IXC (a2 35 S B K 1) 485 4 300 i 42
BIATST IR (1) BURE P BB A A

[0077]  7F—Ses i, 85 = 2 M 4 “Fe” B “Fe X7 8% “Fe 5 MR , % “Fe” 8 “Fe X
B Fesb i3 2 4800 & B 58— 1H € X A S 3R 8 1 45 i 380 AN P AR i L8 X 22 k.
I, “Fe S5 i35 28 TgA TgD AN TgG I f Ja I AMEE [X e e BR AR 1 45 0 4 TgEAN T M) fe Ji5
= ME RE X A 8 R AR 1 2 R AR I A 5 A S N A i 1 SR PR B o X T Tg AR T gM, Fe ]
PAELHE THE X T 186, Fe S5 i & e Bk EE F A5 3BC y 2MICy 3 (Cy 2MICy 3) A& Cy 1
Cy D HCy2(Cy 2) A FEEEX o BURE TP DL AR AL IE M 2 TeGHifa GLaFE LA
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T2, WHEEAR F1g61.1g62.1gG3 FfT1gG4) o REFcX il it vl LLAR1L , N TgGE EFclX
B H B ONAEHR HL ORI AR R FE 0226 8230, Hi A AR ¥E i fEKabat F1 I EUZR 51 3H T4 5
FE— LSt i) v, W Fe X AT 2 BBz 4, a0, LAk A8 5 — Ml 2 FiFc vy REZ AR BFcRn 2
(NTOEAE

[0078]  fE—HE S 5] A, AR SR (1) T ) ot B 2 RS S At AR A R A L 20U e MR LA
FE 44 5 NCD3 1 A\ CDH19. 5§ A\ CD3F1 AMSLN. 5 A CD3#1 ADLL3 .5 A CD3FIAFLT3. 5% A
CD3 A ANEGFRvITI. 8 ACD3F1 ABCMA 8% A\ CD3FIPSMA . 5 ACD3F1 A CD33. 8¢ ACD3FIA
CD19. ACD3HIACD70. B¢ ACD3FIAMUCL7 . B¢ A CD3F1 NCLDN18. 24555 -

[0079]  7E— LS 5] , XURF e MEDUAR M SR AR 28 — 45 & a5 M 5 LU R 2 i — 46
/~CDR: (a) SEQ ID NO:24-29, (b) SEQ ID NO:34-39, (c) SEQ ID NO:78-83, (d) SEQ ID NO:
10-15, (e) SEQ ID NO:46-51, (f) SEQ ID NO:88-93, (g) SEQ ID NO:67-72, (h) SEQ ID NO:
56-61, (i) SEQ ID NO:112-117, (j) SEQ ID NO:100-105, (k) SEQ ID NO:148-153.SEQ ID
NO:157-162.8%SEQ ID NO:166-171.8{SEQ ID NO:175-180, (1) SEQ ID NO:132-137, 5% (m)
SEQ ID NO:123-128.

[0080]  7F— Gyt s , XUHE i PR U AR A4 S AR I 26— &5 & S5 A 3B B VHIX, 1A VHIX AL 2
5SEQ ID N0O:30.40.84.16.17.52.94.73.62.118.154.163.172.181.106.138.143. 5129
W2 R SRR 7 A1 B A 222090 %6 [F]— 1 (1140, 91 96,9296 .93% .94 % . 9526 .96 %6 . 97 % «
98% .99% 8L 100 % [F] — 1) MR LR IT F1| o 75— LL STt 5] v , OURE S P HT AR Mg s AR 1 56—
GE A AE RIS AL A VH, iZVHAL S SEQ 1D NO:30.40.84.16.17.52.94.73.62.118.154,163.
172.181.106.138.143. 85129 %1 i fr) & F B8 5 1) o

[0081] 7 —Esjta sl , UK e E BUAR A4 S AR I 2 — S5 & S5 i B & VLIX VL IX A2
5SEQ ID NO:31.41.85.18.19.53.95.74.63.119.155.164.173.182.107.139.144.5130
W2 ) SRR 7 A1 B A 22090 %6 [F]— 14 (110,91 96,9296 .93% .94 % .95 %6 .96 %6 . 97 % «
98% .99% 8L 100 % [F]— 1) MR LR IT F1| o 76— LL STt 5] v , OURE S PE HT AR M AR 11 56—
GEA RIS A S VL, iZVLAL S SEQ ID NO:31.41.85.18.19.53.95.74.63.119.155.164.
173.182.107.139. 144 5130 51 i Y 8 L8R 471

[0082]  fF—LLsytifirh , Horh 5 — 455 A (@) VHIX , iZVHIX A SEQ ID NO: 30+
I R 41, AR VLIX , iZVLIX A A SEQ 1D NO:31FR B H R FEFR 7 51 5 (b) VHIX. , %
VHIX A% SEQ 1D NO: 40 %1t 1) 2= 58 /7 51, LA S VLIX , IZVLIX AL SEQ 1D NO: 41+ 51 H
(R IERRF 415 (c) VHIX , % VHIX A1, 2 SEQ ID NO: 84 41| Hi il A IEFR FE 41, LA JZVLIX. , i%VLIX
£1,4SEQ ID NO: 8571 41l i () & FL /R 7 41 (d) VHIX , 1% VHIX A, 2-SEQ ID NO: 1681751 41 Hi )
QIMRIF A, UL VLIX , % VLIX 4, 47SEQ 1D NO: 18519+ %1 i & LR T 51 5 (e) VHIX , i%VH
X AL SEQ ID NO:52H HIH LR T 41, LA X VLIX , iZVLIX A% SEQ 1D NO: 5391 %1 Hi i)
TR F A (F) VHIX , iZ%VHX A2 SEQ 1D NO: 941 41| i () & JE /R 7 41, LA R VLIX , iZVLIX 4,
FrSEQ 1D NO: 959 #1 HH & R 7 415 (g) VHIX , iZVHIX L5 SEQ 1D NO: 735 41|t (1) & 2L 12
JF 51, BLRVLIX , i VLIX AL & SEQ 1D NO: 749 F1| H I 2 R 7 41 s (h) VHIX , i VHIX A3 75 SEQ
ID NO: 627 1 H i S Rl 1), LA X VLIX , % VLIX A5 27 SEQ 1D NO: 6371 41 Hi i) & JE R FE 41 5
(i) VHIX , % VHIX B % SEQ 1D NO: 1189 %1 i ) & 2 /7 41, BA X VLIX , iZVLIX A% SEQ 1D
NO: 1195 B H I = LR 7 41 5 (§) VHIX , iZVHIX AL SEQ TD NO: 154,163,172 8181 H 51| H
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& FERR 541, LA M VLIX , iZVLIX A5 SEQ ID NO: 155,164,173, 88182 5] Hi () S L R
515 (k) VHIX , iZVHIX A5 SEQ ID NO: 1061 51 th 1) 2 2L 1R J3° 41, L JZVLIX, iZVLIX 55 SEQ
ID NO: 1079 B & LR 41 5 (1) VHIX , iZVHIX A5 SEQ TD NO: 1385143 51| H it & 3%
B2 41, LA S VLIX , iZVLIX 414 SEQ 1D NO: 1398 144h %1 H () 5 JE /R 2 41 ; B (m) VHIX , % VH
X AL SEQ ID NO: 1299 H1| H 2 LR 7 41, LA X VLIX , iZVLIX A2 SEQ 1D NO: 1307171
M EERR 1.

[0083]  7E— LS 5] v , XURE S ML BRI 26 — 455 S5 M09 55 SEQ 1D NO:1-6+
51 Hi 1) — 4 64~CDR.

[0084]  7E— LGz fo) b , XURE R DU QAR 58 — 45 & A I EL & VHIX , i VHIX AL &5
5SEQ 1D NO: 7H 31 H i) S 25 1R 7 41 B A 282090 % [R] — 1 (19141, 91 %6 .92%6 .93 % .94 %
95%96% 979 .98% 99% 5100 % [7] — 1) (1) 2 FL 1R 7 41 o £ — LE St ) o, YUKy S ML
PR R AT 55 — 25 5 45 M B 5V, i VHEL & SEQ 1D NO: 7rh 31 1 ) 2B BR 17 51

[0085]  FF— L 5] o , XUk e PR HUAR AL A 28 — 45 S S M AL S VLIX  iIZVLIX &
5SEQ D NO: 871 31 4 I & KL PR 15 51| LA 55 /90 % [ — 1 (11801, 91 % 1 92% <93 % 94 % «
95% .96% 97 % .98% .99 % EL100 % [7] — ) () ZFE MR 7 41 o 75— LE St 4], XURE 47T
PRRIER AR I 55 45 & G5 3B 5 VL, VLA S SEQ 1D NO: 870 51 Hi ) Z FE R /7 91 «

[0086]  E—Lsiziifyl b, Horp 58 — 45 S A I ELE (a) VHIX , iIZVHIX A& SEQ ID NO: 7+
S )RR P51, LA VLIX AZVLIX A5 SEQ 1D NO: 8+ 51 H () & L R T+ 51 o

[0087] £ —Lbsii i) , XURE 7 Ak HUAR R i A 00 5 5 CD1945 & 1 5 — 45 B A H ek, 125
— B A AL A SEQ ID NO: 851 2 JE R 7 41 HiCD 19 ] AR 42 B 45 14y 3 DA I 75 4 SEQ
ID NO: 8412 M2 Fr #1 B 4ICD19 ] A8 B 45 My dek, 28 — 45 G 45 M, 58 — A S 4 I8
FEASEQ 1D NO: 7( EUIERR 7 41 (1) HLCD3 AY A8 5 B 25 Mg LA K S SEQ 1D NO: 8 U HE iR
FP B U CD3 7 AR B B 45 R dsk o 451 2, 8 — > St B o, BURE S A LR R AR 0 5 2R —
SR, FH G G A ISR A SEQ 1D NO: 86l R T A, A1 5 S A, H A g
B EE AL ESEQ 1D NO: I HE IR P 41| o 75— SL St il v, UK S 14 B A A 2 44 75 SEQ
ID NO: 87 F B R 741 o

[0088] £ — b i) i , WUk S 1%k T A4 ) A4 00 5 GMSLNGE & B 5 — 45 B A A ek, 125
— G RIS B SEQ 1D NO: 41 R IR T 41 B HIMSLN ] AR B4 245 My 35k DA % 25 4 SEQ
ID NO: 40K 2 L2 Fr 51 B HIMSLN ] A8 H 45 My ek, 28 — 45 S 45 M, 258 — A S 4 IR a
FEASEQ 1D NO: 7( EUIERR 7 41 () HLCD3 AY A8 5 B 25 Mg LA K S5 SEQ 1D NO: 8 U HE iR
FP BUH U CD3 7 AR B B 45 R dsk o 451 2, 5 — > St B o, BURE S A LR R AR 5 B —
LRI 12 H T IR SEQ TD NO: 42K S SRR 7 41, ANSE —SE S Mg, 1% 5 4
B EE AL ESEQ 1D NO: 9 HE IR P 41| o 75— BL St il v, UK S 14 B A A4 2 44 £, 75 SEQ
ID NO:43.445045 51| 1 ) A FE IR 551 o

(00891 £ — Lz i) b , XU S 1k AR R i A4 00 5 S DLL3SE & 1 5 — 45 B A A ek, 1258
— LA SRR AL E S A SEQ ID NO: 74K Z LR Fr A1 A FIDLLS AT AL A B 45 Mt L K 5 76 SEQ
ID NO: 7312 M2 Fr 51 B 47IDLL3 ] A B 45 My ek, 28 — 45 G 45 M3, 58 — A S 4 IR E
LB A SEQ 1D NO: T IEER 5 51 1 HTCD3 T A% H 5 45 M DA & & 45 SEQ ID NO: 81 & JE 1R
FP BUH 1 CD3 7] AR B Bl 45 R dsk o 451 2, E — > S B o, RURE S A LR R AR B 5 2R —
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GERIR, % G A ML A SEQ D NO: 75 S IR 41 , R o — 45 & 4 M Is, 1% 58 — 45
A AL S SEQ 1D NO: 9 &L R 7 1 o 75— L St {51, XU 55 14 470 A A 22 7 B 75 SEQ
ID NO:768L77H F1 ) R LR 751

[0090]  7E—Les a5 , XU e R AR M @A B0 & HFLT3SS & 10 56 — S5 S &5 i3k, 1% 28
— GBI AL A SEQ ID NO: 631 2 JE 1R 7 41 PLFLT3 i) AR 42 B 45 4y 3 DA I 75 4 SEQ
ID NO: 620 &I FE /7 F I HTFLT3 n A% B 25 # 3, 28 45 G 45 i3k, %88 45 G 45 it
EEASEQ 1D NO: THIE LR 4 () PTCD3 AT AR 54 45 A4 4k LA K &4 SEQ 1D NO: 8H & FE R
JF B[ 470CD 3 R AR B i 45 A5k o 451, A2 — AN ST, XU R LR M R E S R A A
GERIR,, 1% 50— 45 B A5 ML & SEQ 1D NO:64MI R IR 741, 55— dh A Ml %5 45 &
SERIIEAL B SEQ 1D NO: ORI Z IR 7 41 o F — LL s it () v, 0U4E S Mk AR #4027 SEQ 1D
NO: 65866 71| H (1) 2 HE 1R 7 71 -

[0091]  #E— LSyt v, XURF e PE DR A AR B 5 SEGFRVIT T 25 A I 35 — 45 G 45 M3,
AR A IR B A SEQ 1D NO: 31 2 F5 12 /7 ZI I PLEGFR T T TR AR 42 B 45 44 35 LA
KA 45SEQ ID NO: 30/ 2 18 7 4 I HiEGFRy T T T 1] 4% 5 fF 45 M3, 58 — 45 & 4538, 1% 4
TGS AE S ASEQ ID NO: TR IR Y A HtCD3 W] A% H A 45 A 3 DL K 5 SEQ
ID NO: 8FZ PR 75 71 1) it CD3 A] AR A2 B 445 K 8o A 4, ££ — AN SE A5, BURE S Ve e A A 2
S B -GG % S A M-S SEQ ID NO: 320 AL 741, 3 45 A4
P32 50 5 A G ML 5 SEQ 1D NO: 9 &L R 7 471 o 75— L St 451 v, XU 55 1 4 4k
FIEEA AL S SEQ 1D NO: 337 41 i L BR 1) o

[0092]  7E—Les a5 , XU S 1 P AR R A 0 & 5 BOMASS & 1) 56 — 45 & &5 M3k, 1% 28
— S G E AL E S A SEQ 1D NO: 9511 2 Bl 7 F1) i HUBCMA i) AR 2 4% 25 A 4 DA B2 254 SEQ
ID NO:94R) & HLFE /3 #1 i HUBCMA R A% B 25 # 3, 28 4 G 45 i3k, %38 45 G 45 it
FEASEQ 1D NO: 7( EUIERR ¥ 41 () HLCD3 AY A8 B B 25 Mg LA K S SEQ 1D NO: 8 U HE iR
JF B 470CD 3 R AR S 4 45 A5 o 49, A2 — AN ST, XU R LR M R E S R A A
CERIIE L5 GO IR SEQ 1D NO: 96/ Z IR P51, 5 —4h Br aE Ik, 1% 58— SE A
SERIIRAELESEQ 1D NO: 9 R IEIR P 51 o 1F — LSt 51 b , BURE S M fU AR AL B AR B3 SEQ 1D
NO:98EKSEQ 1D NO:97H FI| i (1) AL 7 41«

[0093]  7E—Les a5 , XU e 1 U AAR A A0 B 5 PSMASS & 1) 56 — 45 & &5 i3, 1% 28
— B A ERIRAE S ASEQ 1D NO: 11988 107 F &L IR 5 41 Y 470 P SMA ] A5 4 &35 g 35k DA %
EASEQ ID NO: 1185106/ & IR 7 511 PrPSMA A] A% 5 45 My dak , 55 — 45 B 458k, 1% 28
A A S S A SEQ 1D NO: THIE ELRR T A1 I H1CD3 n] A% B 25 My DL 2 & A SEQ
ID NO: 8 Z B R /7 41| B i CD3 n] AR A2 B 25 M 3 o A 4, £ — AN SEHAG] 1 , URE S M B A4 A 2
L5 2 — S B AR, 2R — S5 B S5 M 5 SEQ 1D NO: 1208 108 &I FR Fr 41, 5 —
GEA R, 8 A A SIS AL A SEQ 1D NO: O S FE IR 7 B o A — LSt ) o, XU
PEHLAR K E 4L A SEQ ID NO:121.122.109.1108% 111 51 HH 1 S L 18 7 571

[0094]  7E—Les 5] , XURE S R TR R @A B0 & 5 CD33& & 10 56 — S5 S &5 M3k, 1% 28
—E A EMIRE E A SEQ 1D NO: 185 19/ & AR /7 51 (1 JtCD33 n] AR 42 Bl 4 M 3 LA B &5
A SEQ 1D NO: 163171 &I/ 7 1 i H1CD33 A] A Bk 45 My dak , 55 45 & a5 M, 1% 55 45
H S5 E B A SEQ ID NO: TR LR /7 41 B HCD3 ] A% 5 45 #y 3 DL ¢ &7 SEQ 1D
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NO : 8H & FE R 1 41 A 70CD3 W] AR 58 4 &8 ALy 35 o 5 1, 76— AN S B A5 o, SOURE S5 1 P AR #  Ak
B — A I 1% G A S A SEQ ID NO: 1898 19011 & LR /741 » 5 — 4%
A NI, 1% T A SIS A SEQ ID NO: 9 S JE TR T 41 o 7E — SL St 5 o , R T
PRI E AR 47 SEQ ID NO:20.21.228523 %1 i I 2 L8 7 771

[0095]  #F— LSyt b , XURE S P B4 ) i A B0 5 55 CDHL 945 & 1) 28 — 45 & S5 i 08, 14 58
— A G S A E S A SEQ 1D NO: 53 EEER 7 FI I HTCDH19 n] AR B2 B S5 M 3 ULl & A
SEQ ID NO:52F) % IERR 7 5 PTCDH19 R AR 45 #yIak , 58 45 A 45 il 150 85 & a5 0
BALE S A SEQ ID NO: 7THZ Bl 7 41 () HiCD3 W] A% B 4k 45 My 3 LA K 274 SEQ 1D NO: 8IH&
WS A TUCD3 R AR 42 B 4 M 3 o 51 G, A — AN St A9, XU St p AR A AR
GEGEEMIIR A — S5 O S ML A7 SEQ 1D NO: 54 G LR T 1, 4 45 S ek M, %48 —
G GE RIS ALASEQ ID NO: ORI IR 41 o £ — BB S it 5] b , XURY S Ve AR b i ik
SEQ 1D NO: 5591 %1 i () & LR T 41

[0096]  #F— LSt b , XURE S P B AL i AR B 5 HMUCL T 45 6 1 28 — 45 & G5 i 08, 158
—E S RIS A 54 SEQ ID NO: 155164173 8% 182K) 5 R /e /5 41 (R HIMUC 7 ] A 4 %
CERIIBLL K A4 SEQ ID NO: 154,163,172 8181 (K & L )5 1 i iMUC L 7 7] A% B 4k 445 M 3,
FEE 25 A I, % 5E A B A B B B A SEQ 1D NO: TR S LR 7 H1 i B CD3 m] A% B
BELE MY DL K B A SEQ 1D NO: 811 & 2R ST 41 (1) Bt CD3 ] AR 4k 25 M3k o 75 — L S it 451 -
RUHR S AR ) 244447 SEQ 1D NO: 156165 1748518351 71|t 1) 28 KR 1 o

[0097]  FE—esijit 5 o , WURF S TR A AR L & e 1dnl8. 285 & I 5 — S5 & 45 3k,
A IR S SEQ 1D NO: 13981441 & FE R 7 41 i $ic1dn18 . 2 0] AR 2 Bl 45
FIBLL S B SEQ 1D NO: 1388k 14311 2 2L MR 7 FI i Fic1dn1 8. 2 W] AR Sk 45 f 38, 28 — 45 &
CEMIIR,, % T A O EE MBS S SEQ 1D NO: TS IERR T 41 (1) HCD3 A A% H 4k 45 A4 45 LA
S EASEQ 1D NO: S[R3 F1 I HTCD3 R AR 2 55 45 Mk o 451 Gt , 75— AN S fta 451 1, RUHF 57
PEPUARK AR L 58— 45 B 5 M, 1R — 45 A 45 AL SEQ 1D NO: 1408 14511 2 2L 12
JEH, RIEE g5 G g5 M3k, 12 58 45 A G5 ML S SEQ ID NO: 9 &R T 41 o 7F — L ST i
b, XUEE St AR M A AR AL A7 SEQ ID NO:141.142.14685 1479 %1 H (1 S LR T 51

[0098]  7E—esi ity 1 , RURE = PUAR R @ AR 0 B HCDTOLE & (1 56 — S5 G S5 i3k, 1% 28
— A G SIS A S S A SEQ 1D NO: 130 & LR 7 FII PTCDT0 i) AR i 5 S5 /3 LA Je &5
SEQ 1D NO: 129/ LR 7 FIHLCDTO RS AR H £ MyIak , 5 45 A a5 i, 158 85 B a5 0
BALE S A SEQ ID NO: 7THE 51 7 41 () HiCD3 W] A% J 4k 45 3 LA K2 274 SEQ 1D NO: 8IH&
FEBR T A B U CD3 m] AR 4 25 M3 o 7F — LB St 451 H , XU S 1 TR A 2 B 2 SEQ 1D NO:
131 HI H AR 751

[0099] £ — s s, e il b B & A SCRT iR BB SR 45 6 B (il , UK S PR Bk d 2
1), Fomm i Y Y M Z10mg 32 2)50mg (B M £10mg 28 2 20mg « B £ 20mg 28 £)50mg « B 2] 1 5mg
£ 2)20mg . B Z£)20mg £ £155mg) o ££—LE St 5, T i) b AL & 29 10mg L 29 15mg « 2)20mg £
25mg + £130mg « £J35mg « Z]40mg « £]45mg « 5% 21 50mg 1] 5 FE) URE S ME i sas o) 144 .

[0100]  7F— Syt 451 A , P i) it A 5 R B Y D M2 10mg /mL 22 2150mg /mLL (55 M\ 2] 10mg/
mL %2 £)20mg/mLEL M £ 15mg/mL 4% £920mg /mL) [ BT IR 45 & 8 1 (5 W XURE S PE B R @A)
1 — S szt 5], e ) AL S iR o Z910mg /mL s 291 1mg/mL« £)12mg/mL %13mg/mL . %)
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14mg/mL+#)15mg/mL%]16mg/mL %1 7mg/mL+#%]18mg/mL #J19mg/mL+ Z]20mg/mL . £]25mg/
mL#Z]30mg/mL Z]35mg/mL « £]40mg/mL  Z)45mg/mLEY £]50mg /mL i) RUHF S5 P P fa @t 44 . 78
— L S it 43 R T ) L A B D 24 20mg /mL T UURE S R PO AR A A R

[0101]  ZZi

[0102] A< BH f) 25 W0 1] o B0 25 28 i, 2 e P BRAT I M mT DL & 2 TR 3 S E R £L T s
FREh HRIAMR 3 AR AL B BIR AR . Dok IR AR A IR BEIR £R L 2- (N-TE Ik AR) £ PR £k ah,
HAA.

[0103] 3 ¥ >R FH 22 i B Sfe 44 ] IC ) ot v 1T pHL o £E — S8 STt A7), DL — 5 MR FE VAR I 52 vl
EE 1) 5 B pHAR R AE 24 B 26 . BN L1425 8L Z14 . 2., pHXT E i1l i 1) 52 i vl DAAE LA g 42
AT AR] — P ER 2 PR SRAE , Qs A e M 70 AR ATH IR 7T Remmele R.L.Jr. %N,
Biochemistry [ZE#)fL2%],38 (16) :5241-7 (1999)) »

[0104] e HEMC il &b H A7 FE 10 2% il R G0 DA AE AR 3 2 b AR H AR $ By 22 (W) pHo G i o]
PLIZ 290 . ImMANZ71000mM (IM) 2 [8] | B2 5mMAT £)200mM2 5] \ B 2] 5mM 22 2] 100mM 2 [H] \ B2
10mMATZ50mM 2 8] 3 BEAFAE o 38 F PR 282 I A o5 9 75 249 200mM B, B ARG PR 94 BE o 7 — S5 St
51 A, JE 1) T K 22 P L 29 190mM L £ 180mM . £9170mM . £ 160mM . £7150mM . £1140mM . £)
130mM. Z120mM. ZJ110mM. ZJ100mM. ZJ80mM. Z)70mM. Z160mM. £J50mM . ZJ40mM . Z]30mM . £
20mM . £ 10mMER 27 5mM ) 94 FE A7 o 7 — e St g5l b, Sl I FE 8 22 200.1.0.5.0. 7,
0.8.0.9.1.0.1.2.1.5.1.7.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.20.30.
40.50.60.70.80.90.100.200.500.700 5;900mM, £E — L& S jifi 51 71 , 2% 3 Y FXD VA B N PE L
1.2.1.5.1.7.2.3.4.5.6.7.8.9.10.11.12.13.14.15.16.17.18.19.20.30.40.50.60.70.
80 BL90mMAN 1 00mMZ ] o 75— L& St 451 H , S PP I BE N 7ED . 6.7.8.9.10.11.12,13. 14,
15.16.17.18.19.20.30 B{40mMFN50mM [8] o 75— LE St 45 h , 28 i AT 5 R 240 10mM
[0105] v P57

[0106] A ST A IS (1) 24 e s it 0 5 2 T V7% 1 7)o 7 4912 2 TR Vit 2 7R B RS PR 1 5 LAY
B 20 2R (L AL R 40 3R L AL R R60 L 3R LU AL IR R0 VR VD I 188 L VA& VD 407 | i iy i
X-100. 5% 2% \PEG 3350.PEG 40008 H4H 4.

[0107] ARSI 4 245 I il & B0 2 B ) B 2 AN ) LE SR (VR B W ) &8 /b — Pk T v
) o 75— G SR A7) P, TE 8] B B IR B 290,001 % E 295 % w/v (50450001 % E£0.5% 8§
£10.004% ZE£10.5%w/v ELZ10.001 % £ £J0.01 % w/vELZ]0.004 % £ £10.01 %w/v) )1
T TR o 7 — e S, P A AL IR S A2 /00,001 % 2 /00.002% B /00,003 % 2
/10.004% . & /00.005% . £/0.007% . £/0.01% £ /00.05% . &/00.1% &£ /0.2% .
E/0.3% FE0.4%  FEL0.5% FE0.6% E0.7% ED0.8% ED0.9%  E D
1.0%.&/01.5%.202.0%.£/02.5% . 2/03.0%.£/03.5% . 2/04.0% .8 FE/D4.5%
w/ v I R T PR R o 7E — e St 451 o, P ) B B VRSN 290001 % 22505 % w/v I R T
PR o 7E — S5 vh B LS IR B N 2490001 % ZE 290,01 % w/ v I 38 3% 14 771) o £F — L
S, B A LS IR E N Z10.001 % EZ10. 01 % w/ v 2 i 1 7 o A — e Sz it v, i
H AL S IR E N 270,001 % . £70.002% £10.003% . £50.004 % +£]0.005% . £10.006 %  £]
0.007% £70.008% +£10.009% £70.01% . £70.05% £10.1% £10.2% . £]0.3% . £10.4%
2 2]0.5% w/ v I 2R [ 1 ) o £ — Le S b, PC A AL BL£90..001 %6 2 £90.01 % w/ vIF)
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WP N B THTE 1 71 o 76— Le St ], 2 T 9 P 551 2 2R 1L 4 BE T 80 , 58 L AL B RS 0 LA £
0.01%w/ v EEAFLE

[0108] ¥

(01091 ASST A Id (1) 26 W e sl ot 0 55 W o 70— LS 5] o, W 2 B Bl — bl L 78— LL S it 1)
HH TR R R A R K FURE L SR AN | RERE L LR L 2 R R L (L AL I | H R W i Bk
ARPEREEH A G .

[0110] 7 — LSyt o , 2540 ) i AL SR B 290,01 % 22940 % w/ v BRZ2100. 1% 2.4
20%w/v BN 211 % B L115% BLAI5% B 4)12% 41T % 2112 % w/ vIr) B o 7 — 6 52 it 451
L, B AL S IR EE N EA0.5% E D1 % EAD2% E3%  E 4% E 5% E D
6% 2P7%  28% BP9 %  B10% B P11 % 212% B0 13% B 14% B D
15% &E016% F/D017%  FED18% B /D19%  E/20% FE/030% JELE 40 % w/ v &
b — P o A — LS R, 25D R B B IR EE N A1 % . 292 % 213 % 414 % 415 % 2
6% Z1T% 218% Z19% Z110% 2111 % Z112% Z113% 4914 % 215 % w/vIF) & /b —
Fhb o £ — st g L 2500 ) i AL S IR BE N 291 % R 24015 Y%ow/ vy 2 /b — M o AE X o —
AN, 25T S IR N ZIT% A7.5% 418 % £18.5%  £19% £19.5% £
10% . £10.5% Z111% 2J11.5% EZ112 % w/ v I & /b — il , 78— LL szt 5] b, 24 W 1)
i B B R E N LT %6 B4 12% w/ VIR 2/ — i A — SE STt A7), A8 /b — ol £ I 1
[P FE 219 % w/ v o 15— LSS 51 A, B 2 A , I HLAE T il A AN 29 % w/ v R 4912 % w/
VG B A AE

01111 ZEAI 3 it St 49, 24 e o ot A0 1 OmMAS U BR 9 % (w/ V) BEREANO. 01 % (w/V) B
LB ES0 , H b Z5 T 1) S B pHA A L 2 0 7F — LS STt 9 v, T ) ol A VR T o

[0112] faEM:

[0113] XUty e A 70 Ak A AR T ) o ) A 7 PR AT DA 4% J LA 7 Sk AT B4k o A — 8 S it 51
PR 1 o ) RS e o RO HERH =y R AH B3 (SE-HPLC)  RT HERH 8 w5 R0 AH a1
(SE-UHPLC)  BH S T~ 22 3 125 RO AR €8 1% (CE-HPLC)  BhAS Ye S« 2l 55400 (AUC) 373 4
5 (FFF) (S5 R AEDL KB 722 e ta il (TEX) SRRAE 75— LS 5] o , Hraaciic il i (0 e e v
TR I 0 AR B SR ARAE , Wnid st e AR R AT B 41 HL YK (CE-SDS) /B — e B 1 R
B - TR TR IS O v J2 FEL K (SDS - PAGE) Y 5 P o 7E — S8 S e 451, At P R e M s i Y
EE K- T b EEBREREN (rCE-SDS) 34 - rCE-SDS J7 VL AE I8 R 24111 N 43 B8 H E 5% (HO)
5255 (LO) JARRESAL AIHC (NGHC) AN At ZE ) i o AR 3L [

[0114] 7 —LE ST ) b, FC il ot P AR MR AE T 76 AN 5] B TB) A5 %) i A7 25 A Ja XU e
PRI AR =4 75 (HMW) 9053 ) 22 5 B0FE T S0URE S P 70 A ) 22 A7 (MW 427 5 P 8 P 358 T
W AR LS, 7R R A4 CE40°C T g — R — D H A A AR
A I A 2 HMWA) JoR 1) o o 7 — e Sl g v, 72 K 294°CE40°C g2 — A — 1 A =
A HISAS ABA A F B e HMWAZ) J53 1) 384 s %6 7E — e S it 451 = , 3@ 3k SE - UHPLCR U
o P ) ot ) KR e P A ) A R P HMWAY) Jot

[0115] U 55 1A o A ) 2 R 1 i P ARV, 1)t DR o XU S P A b S AR 1) A 1 1
77, AT CAFE S I [R) B (4510 4, 50 R B H) oA PPA o 8 T il el 9B S, A 1 TG A o
72 e AR 1) XU S M AR AR AE s A7 J AN ek A2 (B G U/ R D UM & AR T) o
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AR AR A3 AN/ Bk 2 S R 1 RN AR v P D T ) o 4, e DB R
(HMW) 5 S AT 1~ L ARTARFAAE PR C5C3R DA R RIORE K 7N P 28 A PR 7K T A/ Bk 2 SR P Ak SOURE e 12
ER LN AFE LN YT

[0116]  7E— LS 51 , G A ST T IR (19 0L S 4 e A g s A (1) A AT A S 40 I, a5
BiTE®4) 7 8% 3= ZW) i « 8 im 73 75 (HMW) 90 J53 (RP, SREEMR) (B2 & (LMW) 9 ) (R,
Fr B B A AHE A AR T B Y & B BRI 4540, 78— Se St 451 v, B0 1 o 2
HTEH, I H2. 5% D (Bn,2.5% . 502% 8%1.9% 51.8% 5k1.7% . 51.6% -
BG1.5% . 801.4% . 801.3% BE1.2% B0 1.1% 81 % 550.5%) (KRR S5 M o Ad k) i A
U5 HC 1 AR A N HMWA) S A7 AE o AE — e St {51 o, 754 °C N A7 — A HECE A (B, R 42
— AN AVERSE =AY B BRSNS HD T HMWH) J5f ) B 7 VR T ) b /b 1 % (B,
0.9%.0.8%.0.7%.0.6%.0.5%.0.4%.0.3%.0.2%.0.1%) . fE—L&s2jfiffth , /£4°CF
ftfE— A HECE A (B0, Fr8E—A A VB EE=A F B EE A A) Ja , IMWA2) 5 1 & 76 B )
i IR Z10. 1% A10.4% (141,0.1% .0.2% .0.3% BR0.4%) 2 ] . £ —LL S jifi 451
TE40°C A7 — JRBE A (B, R — JE e A RE i — A AEREE =N ) 5 W)
JoR B E R T ) S R N1 % (B140,0.9%.0.8%.0.7%.0.6%.0.5%.0.4% -
0.3%.0.2%.0.1%) o £ — LSzt ol , £40°C A7 — AR A (folhn , F s — J& R4
Ji SRR — AN A VB EE =AY H) J5 , HMWA 5 1) & 8 R 1 B0 1) it v 85 oK 2490, 1% F10. 7%
(,0.1%.0.2%.0.3%.0.4%.0.5%.0.6% 0.7 %) 2 ] . £E— L& S i 5 o , 38 3 SE -
UHPLCA M 5 C 3] it H (40 R e P 0 A ) A A FTHIMWAY) Jt

[0117] - LE ST b, FC i) ot ) AR MR AE 76 AN [3] B TB] A5 00 i A7 25 A 1 XU e
PUARFI AR AR S> F 2 (UMW) 958 1) 52 5 BFE T 0URE S P4 70 A ) 2 A7 () LMW 427 J P 2 P 38 T
AR LS, 7R R A4 CE40°C T g — A — DN H A A AR
A F I 8 LMWA) JoR 1) o o 7 — S8 STl g o, 72 K 294°CE40°C g2 — A — 1 A =
AN HISAS AB A F B e LMW 5 04 36 I3 26 o 78— e S 4] v, G800 iR 2 B AN
LYK - e AR 49 (CE - SDS) ke il &2 i i) ity H 118 XUy 7t M e 4 ) S A B LMWA) Joi o #F—
S S e A5 H  J sk RO HERE €2 3% (SEC) Sk 58 e sl et HH 1180 U S P B A ) S AR T LMW )
[0118] 7 —sbszjfifmlr, />F2% (Flhn,1.9%.1.8%1.7%1.6%1.5%1.4% .
1.3%.1.2%1.1% 1% 550.5%) B XURF 5 PR B4R 28 R 78 R 1 il b R VB AR T 1
(LMW) ¥ R AFAE o A — LS o, 724 C R A7 — A HEUHE A (a0, :f 28— H g =4
H BRSNS B Ja LMW J5R 1) B 76 Ok 1 I i)t e 38 m b F 2% (B, 1.9% .1.8%
1.7%.1.6%.1.5%1.4%.1.3%.1.2%.1.1% 1% .8%0.5%) o f£— LSz jiffh , #F4°CF
A — A HECE A (B0, Fr4E— A A VB EE=A F B EEAAS A) Ja , LMWA) 5 1) & 76 B
IR 290, 1% A0, 7% (B1,0.1%.0.2%.0.3%.0.4%.0.5%.0.6%80.7%) Z
8] o 7E — LSt 5], 7E40°C T AEAFE — JE B A (540, RESE:— Ji Re 9 B S Fe ke — > Hak
FrE = H) J5 , LMW 53 1) & AE VR e il R 38 im0 T 19% (5140,0.9%.0.8% 0. 7%
0.6%.0.5%.0.4%.0.3%.0.2%.0.1%) o fF— L&t , 7E40°C R it 47— a3 A (1
W, RS — R B R RREE A FERER S AN ) Ja , LMW BT B A R T A b S
KZ10.1%F10.7% (141,0.1%.0.2%.0.3%.0.4%.0.5%.0.6%5%0.7%) 2 [A] . {E— L&
S g, e I RS HERH i (SEC) ke 55 T 1) & H 1 SO0 S 1k e A ) S R () LMW )« 7
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— St ] 38 A SR AR R A A K - T R AR R (rCE - SDS) Skl £ e 1 i HH K XU
S BT AR LMW )5 o

[0119] 7 —SLszjififyl dh , 52 % BITE® 21 (B, F0EH 50) 767 T HE il i b i i 40 B kT
B il it S E P B 95 % .

[0120]  7F —SesTiifi o, ¥ TFRCH S AE294°C T —A HE & En, 7 B4 EE 5 0
— A FB, HMW ) 5 1) £ 75 C il & AP 3 K 290 . 1% 20. 7% (4, 0.1 % V80 . 2% 8L
0.3%.850.4% .8%0.5% 8L0.6% 80.7%) Z [A] . /F — L& STt 5 vp , ¥R T FL il A FE L4 C R
i 47 = A A a2 fa 0 1, I B 24647 2 /0 = A i, HMWH) J53 (1 & 76 FC ) & A 38 ok 29
0.0%%0.2% (F1a,0% 8%0.1% 8%0.2%) < [B] . 7E— L5l o, R T RCHI S ELI4°C R
i A2 N A G2 e W, 9F H 24847 2 /0 75 AY I, IMWA) J5 1) & 78 e i) o o 388 0 oK &4
0.0%%0.4% (B141,0% . 5%0.1% 5%0.2% 5%0.3% 50.4 %) Z [a] £ — LT ] v , 8
1k SE - UHPLC 3K 0] &2 Fi. 1] s o P60 S0 7 1k A ) S 42 K MW A2 5 o

[0121]  #F—ANSZHtifel e , R F B S AE 24°C T — A H =A AMASA AJE R FaE
(1), 3 B58 % BITE®7p T A 20 s T BB E & & 195% .

[0122]  #F — & St 45 A, 32 0 fhl) & R MR ) &, R BL2D T3 9% (il dn, 2. 5% 812 % , B
1.5%, 801 % , 5(0.5% ) [ RURE 57 P oA R 4R 70 0P I 1) ot o B I HMW A AT A o 7E — 1
SEHEA R, EAC TR i AE — N HBUE A (B, REE—A A REE = A A VRN B BRRSE
—4F) J& , HMWAH) 5 (1) B 70 VPR IE 1) it v 8 /T3 % (B, 3%6.2.5% 2% 1% . 8%0.5%) »
FE— LSt v, 754 °C M tAE — A HECE A (a0, Fe 8 — A A VRS = H g A
BURFSE—4F) o, HMWA) Joa i) 5 7 5 1) e 38 R 290 1% AL % (511 4n, 0. 1% 850 2% 8%
0.3%.5%0.4% .5%0.5% 5%0.6% 5(0.7 % 5(0.8% 5{0.9% 51 %) Z ] . 7 — L& 5 it ]
H, E40°C I A7 — ISR A (a0, sl — A SRR RE S — A AERE S = AN ) J&
HMW4) J5it () 282 75 YA T 1) oy A 388 /N F-5.% (B4, 4.5 % <854 % 553 .5 % <53 % . 5%2.5% -
52% 81.5% 51 % 80.5%) o fE—LEsL 5 , 7E40°C R g7 — FIECE A (19, F 4t
— JA SRR B SRR — A A VERFREE A B JE  HMWA) 5 1 5 5 R T 1) e R S K &4
0.1% 5% (Fl4n,0.1% 80.2% .50.3% 8{0.4% .50.5% .50.6% 840 .7 % . 5§
0.8%.550.9% .8%1% .501.5% 5%2% . 502.5% . 58%3% . 53.5% 554 % . 54 . 5% 5i5%) 2
[i) o 7E— LS it 5] 1, 38 3k SE - UHPLC A U 2 FC it s HH 180 U S P B0 A ) S A AT VWA )
[0123]  fE—sesgjfrh, DF2% (Bl,1.9% B{1.8% Bi1.7% B41.6% 8%1.5% &%
1.4% . 8%1.3% B01.2% . 81.1% B{1% .580.9% .500.8% 5(0.7% .5%0.6 % .50.5%)
) B 7 M BT AR A A, 20 VR TR 1) it AR AR 53 B (UMW) W) AR AE o £E — S8 S 451
TEAC B ABCE A (B, Fr—A B R = A H R8N B Bk g+ = A)
S » LMWA) S5 1) B 76 RO ) et v 38 /b F-2% (1, 1.9% 51 .89 (11,7 % 5¢1.6% &,
1.5%851.4% .8%1.3%81.2% 851.1% . 8%41% .80.5% 0.4 % .80.3% . 80.2 % 8{
0.1%) ofE—EEsLTt 5 b , 764 °C M A7 — A HECE A (a0, F2E— A H RS = ] VRF&:
AN HASBERESA AN B S5, LMW 5 1 B 7 A T /i ot H 3 IR 290 1% A0 7% (9
0.1%.0.2%.0.3%.0.4%.0.5%.0.6%8(0.7%) 2 [a] . fE— LSz i 5 ofr , ZE40°C N A —
JEIBCRE A (B an , R 4k — J VRESE R A R — A HalEF S =4 F) Ja , LMW B i) & A8 R4 i
H AN T 7% (B0, 6% 555 % 554 % 53 % 382 % 551 % . 50.9%.0.8%.0.7% .
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0.6%.0.5%.0.4%.0.3%.0.2%.0.1%) o fF— L&t , 7E40°C R it 47— a3 A (1
W, RS — JE R A RE AR — A B VERERSE AN F) Ja , LMW J5R I 2 7 R T TEE A R
KA0.1% 7% (B81,0.1%.0.2%.0.3%.0.4%.0.5%.0.6% .5%0.7% 5%0.8% .1k
0.9%  E{1% . B81.5% B{2% 83% 545 % 56 % 87 %) 2 [A] . fE —Lb s o o, i@ i R
~FHERH €203t (SEC) K il 52 PAC 1] it HH 1100 XU S P o A4 v 3 AR XT LMWAZ) I o 7 — e S it 451 o, 3
1k rCE - SDS R 52 e 1] i H 14 KR 57 14 0 A A AR (R LMW ) )i

[0124] 7 —2LsLjitify) 1, 58 % BIiTE® 73+ (B, F 04 J50) 70 AR TC ) i R A B 43 B KT
B sl it S R B 96 %

[0125]  7F — &Sz i o , AL ) 7E 294°C T — A H G & En, 3 B4 E 55 b
— A FB, HMW ) 5 1) £ 75 C il & AP 38 K 290, 1% 20,4 % (4, 0.1% V80 2%  BL
0.3%8¢0.4%) Z [A] £ — LSl 5 o, AR BE 1) S 7E 294 °C R A7 = A A e AR E 1, IF
H A7 2220 = A HIN HMWA) Jod (1) &2 76 B0 1) i AR 38 n ok 290. 0% 220.3% (1 4n, 0% L 5%,
0.1%.8%0.2% 5%0.3%) Z [i] o £ — L& st f5i] v , VAREC 1l i E 204 °C F A7 754 A JE 2 fa
SE 1), I B 244847 22 /0 7S A AT, HMWH2) 5 1 = 78 0 1) A 38 i K 2490.0% 2206 % (i,
0% .850.1% .580.2% .800.3% .5(0.4% .580.5% .850.6 %) Z [A] . 7£ — L& S it {51 o , yi A
Be il 7E24°C A7+ A A 2 F e, HF B 24647 20+ =4 Al HWA i) /= 7
B 1] K 250,09 220, 2% (i141,0% .80, 1% . 80.2%) ] . £ — L8 52 jii 5] o , 38
1k SE - UHPLC 3K 0] 52 Fic. 1] s o P60 SO0 S5 2 A ) S A K MW A2 5 o

[0126]  #E—ANSZHif o, RS A 2494°C FiE— N H A A AN A=A A
JE AR EN, HF B 5 ¥ BiTE® 4y TN A ot m T A ER S ER96% .

[0127]  ASST AT I B T Al i 10 v P mT DB 3ok HEL i 9 A SRR ALE , 51 G 70 1 B iy 22 A
()& B A4 N, 7E — e SE 5, M E4°C B E D — AN H (B, Fg— D H =4
H A A=A B) i S A R 0 (40, T Ak, B A AR R ) S e A
(pT) B HEL 17 AR AA) BB In/bF2% (14 ,2%.1.9%.1.8%.1.7%1.6%.1.5%.1.4% .
1.3%.1.2%.1.1%.1.0%.0.9%.0.8%.0.7%.0.6%.0.5% B 5 /b») £ — Lo s it 5]
YIEAC N ED—A H Wln, £ — A=A A8 Al =AY 7) i B il A
Bl 1k 0 (9, LA AR B R ) p T A AR A4 I = 38 I/ F-6 %6 (11, 696 . 5% 4% 3% «
2% 881 %) o fE—LESL A, 2T H] a2 VR EC R IF H R4 C N it 20— A AR,
i i) it o ) R0 B BB D T 4% (14,4 % .3.5%.3%.2.5% 2% 1 % B T /D) JfE— Lk
SR, 2 AEAC R AR 2 D =AY I R D b ) 0 ) 2R RN T 6 %6 (il
6% 5% 4% 3.5%.3%2.5% 2% B /D) JFE— LS, M TE4C N EAF 2D AN H
I 5T HC 1) R 3206 1) B R D 9% (B, 9% 8% < 7% 6% 5% 4% 3.5% 3% -
2.5% 2% B H /D) JAE— S , M EAC R AEAE R DT A AR TR
g ) PR 2 T9% (91,996 896 . 7% 6% 5% 4% .3.5%.3%.2.5% 2% B EE /D) ,
[0128] 7 — LSzt rh , 4 7E40°C NiEAEE D — R (B, Fy s —F  H R — A Al =4
) B B 1 i m T T e g ) = 38 /D 3096 (514,30 %6 .25 % .20 % . 15% . 10% . 9% 8%
79%.6% 4% 4% 3% 2% 1 % B /D) o fE— LS ol , {4 7E40°C Mg A7 20— & (]
o, JEL— A A T I B e B 0g () an, B AR R S T p T
T AR AA) B In/DF15% (B0, 15% . 10% 9% 8% 7% 6% 4% 4% 3% 2% 1 % &},
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FE/D) o AE— LS R R TG, I H S AEAC N AR 2 D — A A FC
i T I R AR D T 4% (100,4% .3.5% 3% .2.5% 2% 1 % BB /D) fE— LB S
B, MAEAC R A AF 20 =S I GRG0 R & R AR T 6 % (B, 6%
5%.4%.3.5%.3%.2.5% 2% B FE /D) ,

[0129] il VR YT FHI&

[0130] R STRT ik i) T il b o] AR AR A 75 ZE00 32303 TR VR 97 SO e i 19 25 W e o) i o R
A W B2 RE” B ER T 1 IR R O & B A RS 1 IR DL KA A T R A
AL A 75 ) 52 5 B AR T R A 12 52 ST 1 BGRB8 N R H A L3N 52
H AR RITT R ARBTG5 1 (prophylacticEipreventative) i - 1697
0,75 4 T ) s SN2 FH B8t FH 2k B R A 0 / B 5 0 /e R R BXeT 9 9 / o (4] 6 )
1) B8 1) B o S AL 2R B AN A, H SR VR TT YR 8RR R U AR IR e B
SBT3 P 9 FRTIE DR B8 e 5 9 1) A6 1)

[0131] AR SCAE A, RS “BE” 2 F a1 B B0 & A ST IR 1 B JiR 45 4 B 1 AT 1) &
A Z0 523803, 0 88 0 R SR B B I B he 550 A2 P i 1) BB R RS I AE
] 5t o 3% A S0 A ] A R A 98 BT 1 AR 2 1 i RE B e A B A A e i ) e o A S
5 AR TE “B7 17 R i A S A SR B R 45 & B (RIRURE e MR il i 44) 1
T 1) it ot FH 1 7 A 52 38 S AEA W TR STRT IR (1) R B B A R e 1Y S )
RIFECE K o

[0132]  ARPEFEIML T —FIRITIEAER 5, i B HE R  75 B 2 it VR T B /L
B [ A SC P (1) L 2H 2 1 B2 P TC ) o 7R SRS S G L 252 A A N S o A B S S 451
HH JERE A S AR

[0133] 7 —SC St 5l v , 122 0 0 A i 1B D s LR e 02 HH A0 M 5 0 L 1 8 B0 L 45
AVE 15 IS 15 i S/ SRR 40 M L JS 0 1 e HE e il bR 4 s L SR A 3R
Je8 1) B2 988 A/ INAH Bt (NSCLC)  3F R 2, 3R 98 B JBR o B9 S0 | 11 Jlss o J o iy 2 e
B 20 L S PR S /N 4B B e (SCLC) Sk 3538 bR 40 P i (SCCHN) « = o 4 2L i o i FH ER iR

o

[0134]  7E—SeSTjfs 12 he A2 B b R o e IRV 2 R PRRE s TR PR L 4
L W0 IR AR &G 4 2E 2P0 A /)N 5 24T R PN 43 e TR PN VR SR b R R L P
I8 U SCIRVIRE AR A A A g RS e L R 4T e S 2R B R R T R R
SUYLPRJRE B AL 2R PR JRE (NRSTS) B PAIIRE A 55 PRIJRE B 00 G s 408 TP 5 400 P JRe A SO LA IR
T B PR R B 2K R UK 9T

[0135]  #F— LSt 9 o , %0 iE A2 PR Bk EX A e 1 0f s (ALL) 2 PRl Pk (1 i (AML)
18 P 6 B2 4 B 2 1 995 (CLL) B pe i 1 f o (CML)

[0136]  7F— eS| , 1% e f& R i@ M K BYH Motk (2 983 (DLBCL)  JE MRk 80 VEE & 4
PRELIRT (HL) 240 bk s8 (MCL) < 2 A PEE B8R () B B A 2 8 2R A 4iF (MDS) JAEE AT
bk ER 98 (NHL) /)N bk B2 4 B bR B2 988 (SLL) &

[0137]  sEf b, v DLYR ST B i S FE AR AN IR T IRV IR B SOV AR, 9 » 0T A BT
W3 » RS, JFF oA IR, O 7Y e, 290 H B B i e, & & s o rb 0, 0 e, AN B,
B, B W S R, T TR, M, SR e YIS L TR SN N R e MRS, /N B2
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Y, 0, SE AU S0 R e B e

[0138]  Jifi FHis4%

(01391 ffidkth, 24 e il it 8k B R o it FH ) s ik A R S BROULIR P9 7 FH o i S 1
FHOT CLIE Iy 5, B A v v 5, BlOa i Sy , ) Gnode 2 v >k SR o it FH v 3 3 b J2E S B
KIHRE T AE — LE S b, 38 WA HETE B S5 18 Sl DAERE 2500 77 IR T i PRk P
I PN it FH G 1 i o £E — S STt 4 P ) et DA — R R it P o T A R R T e it FH 24
W C ) ot o FH T Tt P 24 P ) ot P 25T e I S R TSR Bl R 54 ,475,19654,439,
196;4,447,224;4,447,233;4,486,194;4,487,603;4,596,556;4,790,824;4,941,880;5,
064,413:5,312,335;5,312,335;5,383,851; 15,399, 1631,

[0140]  7F—HE S i 51 A, 22 1) ot o R T TG A1) o A Tt FH 2 I 485 T R 7K B8 T 3 S 7
&G BRI E A

(01411 P F5 307 58 1 AN ] Wi b it FH 38 4 (%0 T 1) ot o A D Al PR )k S5, o] DL ek 28 %
(I 1) /N 3R Z2 48 SE I AN 1) W B A B AN [AT T (1) 45 24, RGBSR 25 24, Frid /NE RG H Tih &
YEIT R ON R AR N RN B o 24 T ) e T DL e A BT IR 2R R Gt - X AP AR RS AE
A I R T8 S RN, I L8 OB T B R SR IR T R 24 1 B S B R AR
FhIR R G0 S 0 24 T I, Va7 FRUAS AT W L N RE 38 R PN AT e 2 & AR T B A T o FEIX P L T
24 T ¥ 22 R it I B RN 24 158 38 36 2 I R it Y B AT W B R AE 29 F B & U, FF
H AR B J7 35— A BOX P97 770 — Ok AN Tal it ™ .

(01421 Fic i) fis () 3% 68 BUAN [) W6 it P ] DA e ek 97 A i % 25 B8 /N 3R R Gt AT 7 ik A B 2
N FH S 1z AR 32 2 B /NI R g 0 FE T IR S AR S it A s B LA IR Sh AL AT T
AL IKSHLHI R E S AL FH T 5 i I R Rg T DL AT 5 f B RIS &
(R0 TC A1 it 3 18 1) SR E AR N (R B BREEE o IR 2R R 48 R DAJST T Bk B bk B I B ] e
BB 2 B I R, T VP R RS B IR IR ) B ik SR RS mT AP 2 2
) R Bk 247N B EOR IR R G AT DL /N RSE Y, Herp it 18 FH T /MR AR AR AR il 14
SIAF , A5 it FH P& G 1 245 0T ) ot ) i s 25 AR T B0 . 1 2250m] .

[0143] 5 &

[0144]  {EN—A FAMOTT I AR SCRTIR I 2 A — Pk 2 P ST IR 1Y 25 M il i (1) 245
AL BT IR 245 Wy e il LA T B it 5236028 1 77 S0 o 78— St o, bR 24 7 &
AR ST I B L ] (0 A A A R B B B ) S BTG A AR AR AR R, 0
TEFE B /NE B AS B B8 22 A8 A /N PO e X O 2% B U e S i 2 B, By
RGN EAT L B A NG T 548 Fal OISR BIbRAE AR S /E 71 &Y el i 6 i
TESRBAZ T I & o 7 — AN J7 T G H) A R 9 — AN B R B % 245 75 & mT LAk —
A AR TR R B R it A s AR it B G A S B A b, 25 S IR A S A
(R PR B AR ST A I () T 1) ) P PR AR 25

[0145] AT il (1) 24 Wy e il i e LA 22 B =X BC i, 4504, DA R AR A 74 SR B R T
TE, H HICH TR BCE VLB I8 BT EE R B R R 751 T, S0 B R AL 77
TEU S FLVR 3 B VRS S Bt 551 SR ) S BT 55 el AR A e =0

[0146]  J&H , X T4 BA () 25 W0 IC 1l &y » mT DAARL 2] 22 i A7 A/ B3R A, 3 B T Pt A )
it FH g A% S 1B 15 R SR B Ay BB 1 55 & (2 0L, il WliRemington’ s Pharmaceutical Sciences
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[T HEZ5 R ], 55220/, 0s10,A. , gmfE, (2012)) HARN GO B R E , 45 5 77 L 1) 31X b
36 0T DUAG G 52 e P AR 1 A0 RS AR 1 A PN R TSR 2R AR P R R TR

(01471 f5l4n , 25 W i) it o ) 35 BN M Bl BUARAE B AR S mT DL /K MR R K PR - 18
B PV EA P B E AR AT DL v S P 7K S A 3 3R KV T BN 8 i 8 1T e b 78 A TRE il ot o
UL T B B At F I FLAR A 5 o M2 rp 2K B 5 TS 1 B TR A 1 2K S AN R ]
P

[0148] =44

(01491 S5 1 - Y0 A< T, 1) s AR00R 1 . 1) BB s D 1) s o

[0150] 3@ gt ]~ HERH 75 24 v AH (3 (SE-HPLC) FHBH B85 F-38 e i 2800 A €4 1% (CE-HPLC) T
it LT e 1 oo R AR 12

[0151]  VRAKEC #1) 4 : 20mg/mL BITE® 4} 7. 10mM L-A%& R 9% (w/v) HEHE.0.01% (w/v)
BB RS0, pH 4.2

[0152]  V&T-EC A4 : 20mg/mL BITE® 4> T 10mM L-A &R 9% (w/v) FEHE.0.01% (w/v)
R ILALEEEES0, pH 4.2

[0153] "N UIEME T EAC N REARFEERT RO — N H =AY A6 A2 g, il SE-
HPLC YA PR 5 e 1) it R0 A2 PG ) ot P v 20— 2 CEIMW) 068 5 4B L R0 (FRAA) B 0B W IS
g3 (UMW) 9 0 v 2o bE Ads

[0154] X1.
4°C
H & w ) & %HMW | % % | % LMW
0 13 97.2 1.5
IM 1.5 96.7 1.8
. 3M 1.6 96.4 2.0
BiTE®-I &tk 6M 1.9 96.4 1.7
12M 1.5 97.1 1.4
0 17 97.0 1.4
IM 1% 97.1 {5
[0155] ' . 3IM 1.6 96.4 2.0
BiTE®-C &k 6M 1.6 96.3 2.1
12M 1.4 96.7 1.9
0 1.7 97.4 0.9
IM 1.6 973 1.1
' ) 3M 1.9 96.6 1.5
BiTE®-G & & 6M 2.1 96.0 1.9
12M 17 96.8 1.6
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0 1.8 96.5 1.6
IM 25 95.9 1.6
BiTE®-1 4 F 3M 1.8 96.3 1.9
6M 1.8 96.9 1.4
0 1.5 97.1 1.4
IM 1.6 97.0 1.5
[0156] BiTE®-C % F M 1.7 96.6 1.8
6M 1.3 96.6 .4 |
0 1.8 97.3 0.9
IM 1.9 97.1 1.0
BiTE®-G  F M 1.9 96.8 1.2
6M 2.2 96.4 1.5
[0157]  "NER2#EME T E40°C M EAF RSN RO — A B — DN A=A H )5, 8L SE-

HPLCUF Ak P9 425 1 T f1) i AT AR I A i ) s 2 (W) e 7 23 L L 3 CRRAAS) 0 1 2 B L DA

Jry- 5 (LMW) 4 )06 11 7 EE A

[0158]

40°C
& B 1] & %HMW | % 2% | % LMW
1Wk 1.6 96.1 22
I 2Wk 23 95.5 2.3
11E®-1: M 3.8 91.1 5.1
3M 6.6 83.5 9.9
1Wk 1.3 96.3 2.5
' 2Wk 1.6 95.4 3.1
3M 2.4 85.3 12.3
1Wk 1.0 96.7 2.3
' 2Wk 1.1 95.9 3.0
BiTE®-G & 1k M 1.8 92.0 6.2
M 7.8 81.2 16.0
1Wk 2.6 95.9 1.5
_ ) 2Wk 2.5 96.8 0.6
BiTE®-I % F IM 25 95.9 1.6
M 1.9 96.2 1.9
1Wk 1.8 96.8 1.4
' _ 2Wk 1.7 97.2 1.0
BiTE®-C 4 T IM 1.6 96.9 15
3M 1.9 96.5 1.7
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Wk 2.0 97.1 0.8
2Wk 1.9 97.5 0.5
0159 i -G %
[0159] BiTE®-G % F M 19 971 10
3iM 2.0 97.0 0.9

[0160]  IEHEAT 1 BH 2 A e i BB (1% (CE-HPLC) HI-40 B 70 Hr » AN T A AN B 1]
FEA'CAI40°C T PG 1 ity b 2% R BITE® 7y 1 (1 B 4 A2 A 70 A o B R 3HEAE 1 4E4°C M A7
FREEIS TR0 — A A=A A NA AR A H 5, 38 I3 CE - HPLCPF A ) 5 T He 1] i AT A
Pic ] i 1Y) 068 1 2 B IR P8 1 0 L ARl P e 1y 0 LU B

[0161] 3.
4°C
& HELE | %Mi | %id | %kb
0 10.0 78.9 11.2
M 4.4 73.1 22.6
_ 3M 6.6 66.4 26.9
12M 53 66.7 28.0
0 3.6 92.8 3.6
M 4.2 88.7 7.1
, 3M 5.2 87.4 7.4
BiTE®-C &k 6M 4.1 86.1 9.8
12M 4.9 85.9 9.2
0 6.4 80.9 12.8
[0162] ;m 32 ;gg }gi
BiTE®-G &4k 6M 8.5 75.0 16.5
12M 4.6 78.6 16.8
0 9.9 78.4 11.7
M 4.2 78.4 17.4
. ) 3M 6.3 67.4 26.3
BiTE®-I 74 F 6M 4.4 69.0 26.6
12M 4.4 70.6 25.0
0 3.6 92.8 3.6
M 4.7 88.0 7.3
' _ 3M 53 87.7 7.1
BiTE®-C 4 T 6M 4.4 86.1 9.5
12M 4.7 86.3 9.0
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0 6.4 80.5 13.1
IM 8.3 77.0 14.7
[0163] M 75 81.0 11.5
BiTE®-G % T 6M 6.5 84.0 9.5
12M 5.1 80.3 14.6
[0164]  "FERAFRAL T FE40°C N EAFRFELR RO — W JE . — D A =" HJ5, 81t CE-
HPLCYP ik ) 42 e i1 ooty A AR T 1) o 140 068 1 0B TR PR 0 1 0 L AR P 0 1 Ll B o
[0165]
40°C
5 w & YRR | % 9 | Y%mih
0 0.0 100.0 0.0
1 Wk 12.4 75.3 12.4
BiTE®-I itk 2Wk 10.9 74.5 14.6
IM 8.5 69.5 22.0
3M 28.1 342 37.7
0 3.6 92.8 3.6
1 Wk 3.6 84.7 11.7
BiTE®-C &k 2Wk 6.3 82.5 11.2
IM 8.5 84.5 7.0
3M 33.0 55.3 11.6
0 6.4 80.9 12.8
1Wk 6.7 78.9 14.4
[0166] BiTE®-G &k 2Wk 9.0 68.5 22.5
IM 20.7 50.0 29.2
3M 40.5 24.6 349
0 9.9 78.4 11.7
1Wk 10.6 78.9 10.6
BiTE®-I % F 2Wk 9.8 78.3 11.9
IM 4.5 78.0 17.5
3M 7.6 65.4 27.0
0 3.6 92.8 3.6
1Wk 33.0 554 11.6
BiTE®-C % T 2Wk 3.8 86.3 9.9
IM 4.8 88.1 7.1
3M 6.3 86.0 7.6
0 6.4 80.5 13.1
BiTE®-G % T 1 Wk 7.8 78.9 13.3
2Wk 8.0 82.4 9.6
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1M 9.8 76.5 13.7
3M 10.6 76.4 13.0

[0168] &R BN H vk -+ K AR ER AN (rCE-SDS) : 85 H JFi#) i 5SDS (B 55 11k 5 71)
ghG, FF it FL Bl 7 2R 5 B SE 78 G SDS IR 2% i 1) AR R M b A 0 B4R A BAE B
it R, FE M HS R R, SDSALAE 1) 8 1 5t FH T 72 28 2R K SR S W B B RS AN [
I3 B I UVAS DU & 1B, 383 6 FE A [ 1) (PDA) A N 8 A W o 3 s it o 21 IR 40
53 (reach component) FIAR IEUE THI AR 11 73 LU SR PPAL 41 FE o v CE- SDS T VA FE I8 IR 2% 44 79 9 H
HHE (HO) JRBE (LO) AEFE AL ATHC (NGHC) AN Ath kB (1 W i AL (4]

[0169] B4 R, Jad dt gk A7 ik v, FHRSE HRRR 438 (SEC) 73 B 70 1. Bt IR &
58 RST 0 A0 (1) LB BRI BRRE 2 B o 24 A [R) RS 1) 43— B0 6 7 228 Joit A L A B A AL R
1 W e S o A s e 1| P P Y /8= A AN A N e e DA 4 O ) a1 | E R 5 AN 7
K31 WA HE AL, 11072 FEATE R 25 B AR AR e it o DRt , 40 7 38 e A I 2 - RS el
G388, %55 (W) B AR U3 335 AT e Bt o 458 4R 2% 11 R g Jd e 42 B e T 2 FH AN BT 75 93
[0170] 3@ IEHTACTT ¥ 33047 M0 v WL RURE 43 A7 o 5 B 6 FHL A J8% 2 RV A BRURE 288 (T HE - L TR 2K,
FORLTH 2R 40 58 B B S WA ot v R ORE X B80 H A R/ INYE L o 4 A v 1 ROk AE DR 5
For I 2% 2 [A] A% B I, L) 55 81 “TEHE” VAR 1R I 2% 1 19 D6 5 o 24 S0 R A B AL T A% SR8 1)
T 5 S0 ] A B 3K S SR S8 G TN o B8 AU A% 228 38 e A U X 2= PR AR BRI 28 E I I
HAZ G W25 6 L 50 B Z A o BB e 6 SO VR DR K e 53¢ 5 2 H kot R AR AR AL
FFAEAE R RRL ) 2 H o %0715 AR F 1R 00 B2 R0RL Ci i Hi Jsan i) .

01711 dg )5, ¥R T HC i i (1) /K o & 2 ik RS 1647 B 3R 8 V2R € oKarl Fischer
T3V S 3 R T ik B B S R E R R K S B d e AR AR IR i SR BT
K o -8 23 B P AR (1 U80S0 K 75 K B 7K 535 210 78 AN o A7 B 7K B e ok ) & 3 o
TR = A 1) P (VAL /BN TRD) 1) B SR i & 208 I 0 8 YH R T I B BIOKI , &k AR &
T ek ) XOUP € R AR I L 58 B 1Y) 38 It L i R AR AR F B R 24 1 IX RBP4 2R T /s FE Al 2[RI 1)
k22 , HAE /N B I S A AR N SURIFR IR 2 R 22 T e M e & . 7E2-8°C R
AR RO — DN A ZEAH AN AR — & 5, vE 8 & BITE®-1I. BiTE®-C 1
BiTE®-G [T BC Hll i 7K 708 & W N3R5 FTw , 28 Fr A WA 18] B A 4K ) 1 - B )
A RA KT 1.70% 1)K,

[0172] 5

[0167]
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BiTE®%F B ] % K
BiTE®-1 0 0.7
1 A~ A 1.1
3/NHA 1.6
6/~ H 0.1
1 1.1
BiTE®-C 0 0.9
1/~ A 0.6
o173 3/A 1.0
6 A~ A 1.2
1 1.3
BiTE®-G 0 0.8
14~ A 1.0
3/H 1.1
6 ™A 1.2
1 1.5
[0174]  4Eip
[0175]  ARSZIERAH , A SCHTR 1 m iRk BERC il i 7E 294 °C M7 s A e fa e iy . fRix i

B St WL 5o G738 D7 A TS MWD R B 1 7 K 2400, 0% %50, 4% 2 1], R 8
AELE AR RE 7.
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CN 115461080 A F 5 * 1/160 B

ERIES
110> ]
<120>  Z5WmC il i
<130> 01017/54911
<150> US 63/017,061
<151> 2020-04-29
<160> 190
<170> PatentIn 3.5k
210> 1
211> 14
<212> PRT
213> NLF
220>
223> HHEK
<400> 1
Gly Ser Ser Thr Gly Ala Val Thr Ser Gly Asn Tyr Pro Asn
1 5 10
210> 2
211> 7
<212> PRT
213> NLF¥
220>
223> HHEK
<400> 2
Gly Thr Lys Phe Leu Ala Pro
1 5
<210> 3
211> 9
<212> PRT
213> NLF
220>
223> HHEK
<400> 3
Val Leu Trp Tyr Ser Asn Arg Trp Val
1 5
210> 4
211> 5
<212> PRT
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213> NI

220>

223> HHEK

<400> 4

Lys Tyr Ala Met Asn

1 5

<210> 5

211> 19

<212> PRT

213> NLF

220>

223> HHEK

<400> 5

Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp Ser

1 5 10 15

Val Lys Asp

<210> 6

211> 14

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 6

His Gly Asn Phe Gly Asn Ser Tyr Ile Ser Tyr Trp Ala Tyr

1 5 10

210> 7

211> 125

<212> PRT

213> NLF

220>

223> HHEK

<400> 7

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1 5 10 15

Ser Leu Lys Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Asn Lys Tyr

20 25 30

Ala Met Asn Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val
35 40 45

Ala Arg Ile Arg Ser Lys Tyr Asn Asn Tyr Ala Thr Tyr Tyr Ala Asp

35
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.1l

2.3

3/160 T

50
Ser Val
65
Ala Tyr

Tyr Cys

Ala Tyr

210>
211>
212>
213>
220>
223>
<400>
Gln Thr
1

Thr Val

Asn Tyr

Leu Ile
50

Ser Gly

65

Gln Pro

Arg Trp

<210>
211>
<212>
<213>
<220>
223>
<400>

Lys Asp

Leu Gln

Val Arg
100
Trp Gly
115
8
109
PRT

NILF5

NI E N
8
Val Val

Thr Leu
20

Pro Asn

35

Gly Gly

Ser Leu

Glu Asp

Val Phe
100

9

249

PRT

NILF5

EILEZIN
9

Arg Phe
70

Met Asn

85

His Gly

Gln Gly

Thr Gln
Thr Cys
Trp Val
Thr Lys
Leu Gly

70
Glu Ala

85
Gly Gly

55
Thr

Asn

Asn

Thr

Glu
Gly
Gln
Phe
55

Gly

Glu

Gly

Ile

Leu

Phe

Leu
120

Pro

Ser

Gln

40

Leu

Lys

Tyr

Thr

60

Ser Arg Asp Asp

Lys
Gly

105
Val

Ser
Ser
25

Lys
Ala
Ala

Tyr

Lys
105

75
Thr Glu Asp
90

Asn Ser Tyr

Thr Val Ser

Leu Thr Val

10

Thr Gly Ala

Pro Gly Gln

Pro Gly Thr

60

Ala Leu Thr

75

Cys Val Leu
90
Leu Thr Val

Ser

Thr

Ile

Ser
125

Ser
Val
Ala
45

Pro
Leu

Trp

Leu

Lys

Ala

Ser
110

Pro
Thr
30

Pro
Ala

Ser

Tyr

Asn Thr
80

Val Tyr

95

Tyr Trp

Gly Gly
15
Ser Gly

Arg Gly
Arg Phe
Gly Val

80

Ser Asn
95

Glu Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Gln Pro Gly Gly

1

5

36

10

15
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.1l

2.3

4/160 7

Ser
Ala
Ala
Ser
65

Ala
Tyr
Ala
Gly
Thr
145
Thr
Trp
Thr
Leu
Glu

225
Gly

Leu
Met
Arg
50

Val
Tyr
Cys
Tyr
Ser
130
Gln
Cys
Val
Lys
Gly
210

Ala

Gly

<210>
211>
212>
213>
220>
223>
<400>
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Thr Asn Lys Asn Ser Leu

1

Lys
Asn
35

Ile
Lys
Leu
Val
Trp
115
Gly
Glu
Gly
Gln
Phe
195
Gly
Glu
Gly

10

17
PRT

Leu
20

Trp
Arg
Asp
Gln
Arg
100
Gly
Gly
Pro
Ser
Gln
180
Leu
Lys

Tyr

Thr

NILF5

EILEZIN

10

Ser

Val

Ser

Arg

Met

85

His

Gln

Gly

Ser

Ser

165

Lys

Ala

Ala

Tyr

Lys
245

5

Cys
Arg
Lys
Phe
70

Asn
Gly
Gly
Gly
Leu
150
Thr
Pro
Pro
Ala
Cys

230
Leu

Ala
Gln
Tyr
55

Thr
Asn
Asn
Thr
Ser
135
Thr
Gly
Gly
Gly
Leu
215

Val

Thr

Ala
Ala
40

Asn
Tle
Leu
Phe
Leu
120
Gly
Val
Ala
Gln
Thr
200
Thr

Leu

Val

Ser Gly Phe

25

Pro

Asn

Ser

Lys

Gly

105

Val

Gly

Ser

Val

Ala

185

Pro

Leu

Trp

Leu

37

Gly
Tyr
Arg
Thr
90

Asn
Thr
Gly
Pro
Thr
170
Pro
Ala

Ser

Tyr

10

Lys
Ala
Asp
75

Glu
Ser
Val
Gly
Gly
155
Ser
Arg
Arg

Gly

Ser
235

Thr
Gly
Thr

60
Asp

Ser
Ser
140
Gly
Gly
Gly
Phe
Val

220

Asn

Phe
Leu
45

Tyr
Ser
Thr
Tle
Ser
125
Gln
Thr
Asn
Leu
Ser
205

Gln

Arg

Asn
30
Glu

Lys
Ala
Ser
110
Gly
Thr
Val
Tyr
Tle
190

Gly

Pro

Lys

Trp

Ala

Asn

Val

95

Tyr

Gly

Val

Thr

Pro

175

Gly

Ser

Glu

Val

15

Tyr

Val

Asp

Thr

80

Tyr

Trp

Gly

Val

Leu

160

Asn

Gly

Leu

Asp

Phe
240
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5/160 1T

Ala

<210> 11

Q211> 7

<212> PRT

213> NLF

<220>

223> HHEK

<400> 11

Trp Ala Ser Thr Arg Glu Ser
1 5

<210> 12

211> 9

<212> PRT

213> NI

<220>

223> HHEK

<400> 12

Gln GIn Ser Ala His Phe Pro Ile Thr
1 5

<210> 13

211> 5

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 13

Asn Tyr Gly Met Asn

1 5

<210> 14

211> 17

<212> PRT

213> NLF

220>

223> HHEK

<400> 14

Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe Gln
1 5 10 15
Gly

<210> 15

38



CN 115461080 A
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.1l

%=

6/160 71

211>
212>
213>
220>
223>
<400>
Trp Ser Trp Ser

1

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser
Gly
Gly
Gln
65

Met

Ala

Gly

Val
Met
Trp
50

Gly
Glu

Arg

Gln

<210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu

13
PRT

NILF5

EILEZIN

15

16
122
PRT

NILF5)

EILEZIN

16

Lys

Asn
35
Tle

Arg

Ile

Trp

Gly

115
17
122
PRT

Val
20

Trp
Asn
Val
Arg
Ser

100
Thr

NILF5

EILEZIN

17

Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr

5

Val

Ser

Val

Thr

Thr

Asn

85

Trp

Ser

Gln

Cys

Lys

Tyr

Met

70

Leu

Ser

Val

Ser

Lys

Gln

Thr

95

Thr

Gly

Asp

Thr

Gly

Ala

Ala

40

Gly

Thr

Gly

Gly

Val
120

Ala

Ser
25

Pro

Glu

Asp

Tyr
105

Ser

39

10

Glu
10

Gly
Gly
Pro
Thr
Asp
90

Tyr

Ser

Val

Tyr

Gln

Thr

Ser

75

Thr

Val

Lys
Thr
Cys
Tyr
60

Thr

Ala

Tyr

Lys

Phe

Leu

45

Ala

Ser

Val

Phe

Pro

Thr
30
Glu

Asp

Thr

Asp
110

Gly
15

Asn
Trp
Lys

Ala

Tyr
95
Tyr

Glu

Tyr

Met

Phe

Tyr

80

Cys

Trp
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.1l

7/160 T

1
Ser Val

Gly Met

Gly Trp
50

Gln Gly

65

Met Glu

Ala Arg

Gly Gln

<210>
211>
212>
213>
<220>
223>
<400>
Asp Tle
1

Glu Arg

Ser Thr

Pro Pro
50

Pro Asp

65

Ile Asp

Ser Ala
Lys

<210>
211>

Lys

Asn
35
Tle

Arg

Ile

Trp

Gly

115
18
113
PRT

Val
20

Trp
Asn
Val
Arg
Ser

100
Thr

NILF5

EILEZIN

18
Val

Thr

Asn

35

Lys

Arg

Ser

His

19
113

Met

Thr

20

Lys

Leu

Phe

Pro

Phe
100

Ser
Val
Thr
Thr
Asn
85

Trp

Ser

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Cys
Lys
Tyr
Met
70

Leu

Ser

Val

Gln
Asn
Ser
Leu
Gly
70

Pro

Ile

Lys
Gln
Thr
55

Thr

Gly

Thr

Ser
Cys
Leu
Ser
55

Ser

Glu

Thr

Ala
Ala
40

Gly
Thr
Gly

Gly

Val
120

Pro

Lys

Ala

Ser
25

Pro
Glu
Asp
Asp
Tyr

105

Ser

Asp
Ser
25

Trp
Ala
Ser

Ser

Gly
105

40

10
Gly

Gly
Pro
Thr
Asp
90

Tyr

Ser

Ser
10

Ser
Tyr
Ser

Gly

Ala
90
Cys

Tyr
Gln
Thr
Ser
75

Thr

Val

Leu
Gln
Gln
Thr
Thr
75

Thr

Gly

Thr
Gly
Tyr
60

Thr

Ala

Tyr

Thr
Ser
Gln
Arg
60

Asp

Tyr

Thr

Phe
Leu
45

Ala
Ser

Val

Phe

Val
Val
Lys
45

Glu
Phe

Tyr

Arg

Thr
30

Glu
Asp
Thr

Tyr

Asp
110

Ser
Leu
30

Pro
Ser
Thr

Cys

Leu
110

15

Asn

Trp

Lys

Ala

Tyr

95
Tyr

Leu
15
Asp

Gly

Gly

Leu

Gln

95
Glu

Tyr
Met
Phe
Tyr
80

Cys

Trp

Gly
Ser
Gln
Ile
Thr
80

Gln

Ile
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8/160 T

212>
213>
220>
223>
<400>
Asp Tle
1

Glu Arg

Ser Thr

Pro Pro
50

Pro Asp

65

Ile Asp

Ser Ala

Lys
210>
211>
212>
213>
220>
223>
<400>
Gln Val
1

Ser Val

Gly Met

Gly Trp
50

Gln Gly

65

Met Glu

PRT
NIFH

NI E N
19
Val Met

Thr Thr
20

Asn Lys

35

Lys Leu

Arg Phe

Ser Pro

His Phe
100

20
505
PRT

NILF5

NI E N
20
Gln Leu

Lys Val
20

Asn Trp

35

Ile Asn

Arg Val

Ile Arg

Thr

Ile

Asn

Leu

Ser

Gln

85

Pro

Val

Ser

Val

Thr

Thr

Asn
85

Gln
Asn
Ser
Leu
Gly
70

Pro

Ile

Gln

Cys

Lys

Tyr

Met

70
Leu

Ser
Cys
Leu
Ser
55

Ser

Glu

Thr

Ser
Lys
Gln
Thr
55

Thr

Gly

Pro

Lys

Ala

40

Gly

Asp

Phe

Gly
Ala
Ala
40

Gly

Thr

Gly

Asp
Ser
25

Trp
Ala
Ser

Ser

Gly
105

Ala
Ser
25

Pro
Glu

Asp

Asp

41

Ser
10

Ser
Tyr
Ser
Gly
Ala

90
Gln

Glu
10

Gly
Gly
Pro

Thr

Asp
90

Leu
Gln
Gln
Thr
Thr
75

Thr

Gly

Val

Tyr

Gln

Thr

Ser

75
Thr

Thr
Ser
Gln
Arg
60

Asp

Tyr

Thr

Lys
Thr
Cys
Tyr
60

Thr

Ala

Val
Val
Lys
45

Glu
Phe

Tyr

Arg

Lys
Phe
Leu
45

Ala

Ser

Val

Ser
Leu
30

Pro
Ser
Thr

Cys

Leu
110

Pro
Thr
30

Glu
Asp

Thr

Tyr

Leu
15

Asp
Gly
Gly

Leu

Gln
95
Glu

Gly
15

Asn
Trp
Lys

Ala

Tyr
95

Gly
Ser
Gln
Ile
Thr
80

Gln

Ile

Glu

Tyr

Met

Phe

Tyr

80
Cys
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9/160 7

Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly

385
Thr

Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370

Ser

Gln

Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Cys
Gln
Lys
275
Asn
Tle
Lys
Leu
Val
355
Trp

Gly

Glu

Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly

Gly

Pro

Trp

Ser

Gly

Thr

Ser

165

Gln

Arg

Asp

Tyr

Thr

245

Val

Ser

Val

Ser

Arg

325

Met

His

Gln

Gly

Ser

Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly

390
Leu

Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375

Ser

Thr

Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile
Leu
Phe
360
Leu

Gly

Val

Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly

Ser

42

Tyr

Ser

Asp

Glu

Ser

170

Pro

Pro

Ile

Ser

Lys

250

Gly

Gly

Gly

Tyr

Arg

330

Thr

Asn

Thr

Gly

Pro

Val
Gly
Ile
Arg
155
Thr
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly

395
Gly

Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380

Ser

Gly

Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Pro
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser

Gln

Thr

Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly

Thr

Val

Tyr

Ser

Gln

Asn

Ser

175

Leu

Gly

Pro

Ile

Gly

255

Gly

Lys

Trp

Ala

Asn

335

Val

Tyr

Gly

Val

Thr

Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val

400
Leu
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Thr
Trp
Thr
Leu
465

Glu

Gly

Cys
Val
Lys
450
Gly

Ala

Gly

<210>
211>
212>
213>
220>
223>
<400>
Met Gly Trp Ser

1
Val

Pro

Thr

Glu

65

Asp

Thr

Tyr

Asp

Gly

His
Gly
Asn
50

Trp
Lys
Ala
Tyr
Tyr

130

Ser

Gly
Gln
435
Phe
Gly
Glu
Gly
21

530
PRT

Ser
420
Gln
Leu
Lys

Tyr

Thr
500

NILF5

EILEZIN

21

Ser
Glu
35

Tyr
Met
Phe
Tyr
Cys
115

Trp

Gly

Gln
20

Ser
Gly
Gly
Gln
Met
100
Ala

Gly

Gly

405

Ser

Lys

Ala

Ala

Tyr

485
Lys

Cys

Val

Val

Met

Trp

Gly

85

Glu

Arg

Gln

Gly

Thr
Pro
Pro
Ala
470

Cys

Leu

Ile

Gln

Lys

Asn

Ile

70

Arg

Ile

Trp

Gly

Gly

Gly
Gly
Gly
455
Leu

Val

Thr

Ile

Leu

Val

95

Asn

Val

Ser

Thr
135

Ser

Ala
Gln
440
Thr
Thr

Leu

Val

Leu
Val
Ser
40

Val
Thr
Thr
Asn
Trp
120

Ser

Gly

Val
425
Ala
Pro
Leu

Trp

Leu
505

Phe
Gln
25

Cys
Lys
Tyr
Met
Leu
105
Ser
Val

Gly

43

410
Thr

Pro

Ala

Ser

Tyr
490

Leu
10

Ser
Lys
Gln
Thr
Thr
90

Gly
Asp

Thr

Gly

Ser

Arg

Arg

Gly

475

Ser

Val

Gly

Ala

Ala

Gly

75

Thr

Gly

Gly

Val

Gly

Gly
Gly
Phe
460

Val

Asn

Ala
Ala
Ser
Pro
60

Glu
Asp
Asp
Tyr
Ser

140

Ser

Asn
Leu
445
Ser

Gln

Arg

Thr
Glu
Gly
45

Gly
Pro
Thr
Asp
Tyr
125

Ser

Asp

Tyr
430
Ile
Gly

Pro

Trp

Ala
Val
30

Tyr
Gln
Thr
Ser
Thr
110
Val

Gly

Ile

415

Pro

Gly

Ser

Glu

Val
495

Thr
15

Lys
Thr
Gly
Tyr
Thr
95

Ala
Tyr

Gly

Val

Asn

Gly

Leu

Asp

480
Phe

Gly

Lys

Phe

Leu

Ala

80

Ser

Val

Phe

Gly

Met
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.1l
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145
Thr

Tle
Asn
Leu
Ser
225
Gln
Pro
Gly
Pro
Asn
305
Glu
Tyr
Lys
Ala
Ser
385
Gly
Thr

Val

Tyr

Gln
Asn
Ser
Leu
210
Gly
Pro
Ile
Gly
Gly
290
Lys
Trp
Ala
Asn
Val
370
Tyr
Gly
Val

Thr

Pro
450

Ser
Cys
Leu
195
Ser
Ser
Glu
Thr
Ser
275
Gly
Tyr
Val
Asp
Thr
355
Tyr
Trp
Gly
Val
Leu

435

Asn

Pro
Lys
180
Ala
Trp
Gly
Asp
Phe
260
Glu
Ser
Ala
Ala
Ser
340
Ala
Tyr
Ala
Gly
Thr
420

Thr

Trp

Asp
165
Ser
Trp
Ala
Ser
Ser
245
Gly
Val
Leu
Met
Arg
325
Val
Tyr
Cys
Tyr
Ser
405
Gln

Cys

Val

150

Ser
Ser
Tyr
Ser
Gly
230
Ala
Gln
Gln
Lys
Asn
310
Ile
Lys
Leu
Val
Trp
390
Gly
Glu

Gly

Gln

Leu
Gln
Gln
Thr
215
Thr
Thr
Gly
Leu
Leu
295
Trp
Arg
Asp
Gln
Arg
375
Gly
Gly
Pro

Ser

Gln
455

Thr
Ser
Gln
200
Arg
Asp
Tyr
Thr
Val
280
Ser
Val
Ser
Arg
Met
360
His
Gln
Gly
Ser
Ser

440
Lys

Val
Val
185
Lys
Glu
Phe
Tyr
Arg
265
Glu
Cys
Arg
Lys
Phe
345
Asn
Gly
Gly
Gly
Leu
425

Thr

Pro

44

Ser
170
Leu
Pro
Ser
Thr
Cys
250
Leu
Ser
Ala
Gln
Tyr
330
Thr
Asn
Asn
Thr
Ser
410
Thr

Gly

Gly

155
Leu

Asp
Gly
Gly
Leu
235
Gln
Glu
Gly
Ala
Ala
315
Asn
Ile
Leu
Phe
Leu
395
Gly
Val

Ala

Gln

Gly
Ser
Gln
Tle
220
Thr
Gln
Tle
Gly
Ser
300
Pro
Asn
Ser
Lys
Gly
380
Val
Gly
Ser

Val

Ala
460

Glu
Ser
Pro
205
Pro
Tle
Ser
Lys
Gly
285
Gly
Gly
Tyr
Arg
Thr
365
Asn
Thr
Gly
Pro
Thr

445

Pro

Arg
Thr
190
Pro
Asp
Asp
Ala
Ser
270
Leu
Phe
Lys
Ala
Asp
350
Glu
Ser
Val
Gly
Gly
430

Ser

Arg

Thr
175
Asn
Lys
Arg
Ser
His
255
Gly
Val
Thr
Gly
Thr
335
Asp
Asp
Tyr
Ser
Ser
415
Gly

Gly

Gly

160
Thr

Lys
Leu
Phe
Pro
240
Phe
Gly
Gln
Phe
Leu
320
Tyr
Ser
Thr
Tle
Ser
400
Gln
Thr

Asn

Leu
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Ile Gly Gly Thr Lys Phe Leu Ala Pro Gly Thr Pro Ala Arg Phe Ser
465 470 475 480
Gly Ser Leu Leu Gly Gly Lys Ala Ala Leu Thr Leu Ser Gly Val Gln
485 490 495
Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp Tyr Ser Asn Arg
500 505 510
Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu His His His His
515 520 525
His His
530
210> 22
211> 993
<212> PRT
213> NI
<220>
223> HHEK
<400> 22
Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Glu
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn Tyr
20 25 30
Gly Met Asn Trp Val Lys Gln Ala Pro Gly Gln Cys Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Thr Tyr Thr Gly Glu Pro Thr Tyr Ala Asp Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Thr Asp Thr Ser Thr Ser Thr Ala Tyr
65 70 75 80
Met Glu Ile Arg Asn Leu Gly Gly Asp Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Trp Ser Trp Ser Asp Gly Tyr Tyr Val Tyr Phe Asp Tyr Trp
100 105 110
Gly Gln Gly Thr Ser Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly
115 120 125
Gly Gly Gly Ser Gly Gly Gly Gly Ser Asp Ile Val Met Thr Gln Ser
130 135 140
Pro Asp Ser Leu Thr Val Ser Leu Gly Glu Arg Thr Thr Ile Asn Cys
145 150 155 160
Lys Ser Ser Gln Ser Val Leu Asp Ser Ser Thr Asn Lys Asn Ser Leu
165 170 175

45
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Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser
Ala
Tyr
Ala
Gly
385
Thr
Thr
Trp
Thr
Leu

465
Glu

Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val
Tyr
Cys
Tyr
370
Ser
Gln
Cys
Val
Lys
450

Gly

Ala

Tyr
Ser
195
Gly
Ala
Cys
Gln
Lys
275
Asn
Ile
Lys
Leu
Val
355
Trp
Gly
Glu
Gly
Gln
435
Phe

Gly

Glu

Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln
340
Arg
Gly
Gly
Pro
Ser
420
Gln
Leu

Lys

Tyr

Gln

Arg

Asp

Tyr

Thr

245

Val

Ser

Val

Ser

Arg

325

Met

His

Gln

Gly

Ser

405

Ser

Lys

Ala

Ala

Tyr

Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe
Asn
Gly
Gly
Gly
390
Leu
Thr
Pro
Pro
Ala

470
Cys

Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr
Asn
Asn
Thr
375
Ser
Thr
Gly
Gly
Gly
455

Leu

Val

Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Tle
Leu
Phe
360
Leu
Gly
Val
Ala
Gln
440
Thr

Thr

Leu

Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys
345
Gly
Val
Gly
Ser
Val
425
Ala
Pro
Leu

Trp

46

Pro

Pro

Ile

Ser

Lys

250

Gly

Gly

Gly

Tyr

Arg

330

Thr

Asn

Thr

Gly

Pro

410

Thr

Pro

Ala

Ser

Tyr

Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp
Glu
Ser
Val
Gly
395
Gly
Ser
Arg
Arg
Gly

475

Ser

Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp
Asp
Tyr
Ser
380
Ser
Gly
Gly
Gly
Phe
460

Val

Asn

Leu
Phe
205
Pro
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser
Thr
Tle
365
Ser
Gln
Thr
Asn
Leu
445
Ser

Gln

Arg

Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala
350
Ser
Gly
Thr
Val
Tyr
430
Tle
Gly

Pro

Trp

Leu

Gly

Pro

Ile

Gly

255

Gly

Lys

Trp

Ala

Asn

335

Val

Tyr

Gly

Val

Thr

415

Pro

Gly

Ser

Glu

Val

Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr
Tyr
Trp
Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe
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Gly
His
Val
Thr
545
Glu
Lys
Ser
Lys
Ile
625
Pro
Leu
Asn
Ser
Arg
705
Leu
Gly
Gly

Thr

Ser
785

Gly
Thr
Phe
530
Pro
Val
Thr
Val
Cys
610
Ser
Pro
Val
Gly
Asp
690
Trp
His
Gly
Gly
His

770
Val

Gly
Cys
515
Leu
Glu
Lys
Lys
Leu
595
Lys
Lys
Ser
Lys
Gln
675
Gly
Gln
Asn
Gly
Gly
755

Thr

Phe

Thr
500
Pro
Phe
Val
Phe
Pro
580
Thr
Val
Ala
Arg
Gly
660
Pro
Ser
Gln
His
Gly
740
Ser

Cys

Leu

485
Lys

Pro
Pro
Thr
Asn
565
Cys
Val
Ser
Lys
Glu
645
Phe
Glu
Phe
Gly
Tyr
725
Ser
Gly

Pro

Phe

Leu
Cys
Pro
Cys
550
Trp
Glu
Leu
Asn
Gly
630
Glu
Tyr
Asn
Phe
Asn
710
Thr
Gly
Gly

Pro

Pro
790

Thr
Pro
Lys
535
Val
Tyr
Glu
His
Lys
615
Gln
Met
Pro
Asn
Leu
695
Val
Gln
Gly
Gly
Cys

775

Pro

Val
Ala
520
Pro
Val
Val
Gln
Gln
600
Ala
Pro
Thr
Ser
Tyr
680
Tyr
Phe
Lys
Gly
Gly
760

Pro

Lys

Leu
505
Pro
Lys
Val
Asp
Tyr
585
Asp
Leu
Arg
Lys
Asp
665
Lys
Ser
Ser
Ser
Gly
745
Ser

Ala

Pro

47

490
Gly

Glu
Asp
Asp
Gly
570
Gly
Trp
Pro
Glu
Asn
650
Ile
Thr
Lys
Cys
Leu
730
Ser
Gly

Pro

Lys

Gly
Leu
Thr
Val
555
Val
Ser
Leu
Ala
Pro
635
Gln
Ala
Thr
Leu
Ser
715
Ser
Gly
Gly

Glu

Asp
795

Gly
Leu
Leu
540
Ser
Glu
Thr
Asn
Pro
620
Gln
Val
Val
Pro
Thr
700
Val
Leu
Gly
Gly
Leu

780
Thr

Gly
Gly
525
Met
His
Val
Tyr
Gly
605
Ile
Val
Ser
Glu
Pro
685
Val
Met
Ser
Gly
Gly
765

Leu

Leu

Asp
510
Gly
Ile
Glu
His
Arg
590
Lys
Glu
Tyr
Leu
Trp
670
Val
Asp
His
Pro
Gly
750
Ser

Gly

Met

495
Lys

Pro
Ser
Asp
Asn
575
Cys
Glu
Lys
Thr
Thr
655
Glu
Leu
Lys
Glu
Gly
735
Ser
Asp

Gly

Ile

Thr
Ser
Arg
Pro
560
Ala
Val
Tyr
Thr
Leu
640
Cys
Ser
Asp
Ser
Ala
720
Lys
Gly
Lys

Pro

Ser
800
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Arg
Pro
Ala
Val
Tyr
865
Thr
Leu
Cys
Ser
Asp
945
Ser

Ala

Lys

Thr
Glu
Lys
Ser
850
Lys
Tle
Pro
Leu
Asn
930
Ser

Arg

Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Pro

Val

Thr

835

Val

Cys

Ser

Pro

Val

915

Gly

Asp

Trp

His

23

511
PRT

Glu
Lys
820
Lys
Leu
Lys
Lys
Ser
900
Lys
Gln
Gly

Gln

Asn
980

NILF5

EILEZIN

23

Ser Val Lys Val

20

Gly Met Asn Trp

35

Gly Trp Ile Asn

Val
805
Phe
Pro
Thr
Val
Ala
885
Arg
Gly
Pro
Ser
Gln

965
His

Val

Ser

Val

Thr

Thr
Asn
Cys
Val
Ser
870
Lys
Glu
Phe
Glu
Phe
950

Gly

Tyr

Gln

Cys

Lys

Tyr

Cys
Trp
Glu
Leu
855
Asn
Gly
Glu
Tyr
Asn
935
Phe

Asn

Thr

Ser

Lys

Gln

Thr

Val
Tyr
Glu
840
His
Lys
Gln
Met
Pro
920
Asn
Leu

Val

Gln

Gly
Ala
Ala

40
Gly

Val

Val

825

Gln

Gln

Ala

Pro

Thr

905

Ser

Tyr

Tyr

Phe

Lys
985

Ala
Ser
25

Pro

Glu

48

Val
810
Asp
Tyr
Asp
Leu
Arg
890
Lys
Asp
Lys
Ser
Ser

970

Ser

Glu
10

Gly
Gly

Pro

Asp
Gly
Gly
Trp
Pro
875
Glu
Asn
Ile
Thr
Lys
955

Cys

Leu

Val

Tyr

Gln

Thr

Val
Val
Ser
Leu
860
Ala
Pro
Gln
Ala
Thr
940
Leu

Ser

Ser

Lys

Thr

Gly

Tyr

Ser

Glu

Thr

845

Asn

Pro

Gln

Val

Val

925

Pro

Thr

Val

Leu

Lys

Phe

Leu
45
Ala

His
Val
830
Tyr
Gly
Tle
Val
Ser
910
Glu
Pro
Val

Met

Ser
990

Pro

Thr
30
Glu

Asp

Glu
815
His
Arg
Lys
Glu
Tyr
895
Leu
Trp
Val
Asp
His

975

Pro

Gly
15
Asn

Trp

Lys

Asp
Asn
Cys
Glu
Lys
880
Thr
Thr
Glu
Leu
Lys
960

Glu

Gly

Glu

Tyr

Met

Phe
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50

Gln Gly Arg

65
Met

Ala
Gly
Gly
Pro
145
Lys
Ala
Trp
Gly
Asp
225
Phe
Glu
Ser
Ala
Ala
305
Ser

Ala

Tyr

Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210
Ser
Gly
Val
Leu
Met
290
Arg
Val

Tyr

Cys

Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Gln
Gln
Lys
275
Asn
Ile
Lys

Leu

Val
355

Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr
Thr
Gly
Leu
260
Leu
Trp
Arg
Asp
Gln

340
Arg

Thr
Asn
85

Trp
Ser
Gly
Thr
Ser
165
Gln
Arg
Asp
Tyr
Thr
245
Val
Ser
Val
Ser
Arg
325

Met

His

Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr
230
Arg
Glu
Cys
Arg
Lys
310
Phe

Asn

Gly

55
Thr

Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215
Cys
Leu
Ser
Ala
Gln
295
Tyr
Thr

Asn

Asn

Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu
Gln
Glu
Gly
Ala
280
Ala
Asn
Ile

Leu

Phe
360

Asp Thr Ser

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr
Gln
Tle
Gly
265
Ser
Pro
Asn
Ser
Lys

345
Gly

49

Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Ile
Ser
Lys
250
Gly
Gly
Gly
Tyr
Arg
330

Thr

Asn

75
Thr

Val
Gly
Ile
Arg
155
Thr
Pro
Asp
Asp
Ala
235
Ser
Leu
Phe
Lys
Ala
315
Asp

Glu

Ser

60
Thr

Ala
Tyr
Gly
Val
140
Thr
Asn
Lys
Arg
Ser
220
His
Gly
Val
Thr
Gly
300
Thr
Asp

Asp

Tyr

Ser
Val
Phe
Gly
125
Met
Thr
Lys
Leu
Phe
205
Pro
Phe
Gly
Gln
Phe
285
Leu
Tyr
Ser

Thr

Ile
365

Thr
Tyr
Asp
110
Gly
Thr
Tle
Asn
Leu
190
Ser
Gln
Pro
Gly
Pro
270
Asn
Glu
Tyr
Lys
Ala

350

Ser

Ala
Tyr
95

Tyr
Ser
Gln
Asn
Ser
175
Leu
Gly
Pro
Ile
Gly
255
Gly
Lys
Trp
Ala
Asn

335
Val

Tyr
80

Cys
Trp
Gly
Ser
Cys
160
Leu
Ser
Ser
Glu
Thr
240
Ser
Gly
Tyr
Val
Asp
320
Thr

Tyr

Trp
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Ala Tyr
370

Gly Ser

385

Thr Gln

Thr Cys

Trp Val

Thr Lys
450

Leu Gly

465

Glu Ala

Gly Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

Trp

Gly

Glu

Gly

Gln

435

Phe

Gly

Glu

Gly

24

16
PRT

Gly

Gly

Pro

Ser

420

Gln

Leu

Lys

Tyr

Thr
500

NILF5)

EILEZIN

24

Arg Ser Ser Gln

1

<210>
211>
<212>
<213>
<220>
223>
<400>

25
7
PRT

NILF5

EILEZIN

25

Gln
Gly
Ser
405
Ser
Lys
Ala
Ala
Tyr

485
Lys

Gly
Gly
390
Leu
Thr
Pro
Pro
Ala
470

Cys

Leu

Thr
375
Ser
Thr
Gly
Gly
Gly
455
Leu

Val

Thr

Leu

Gly

Val

Ala

Gln

440

Thr

Thr

Leu

Val

Val

Gly

Ser

Val

425

Ala

Pro

Leu

Trp

Leu
505

Thr
Gly
Pro
410
Thr
Pro
Ala
Ser
Tyr

490
His

Val
Gly
395
Gly
Ser
Arg
Arg
Gly
475

Ser

His

Ser
380
Ser
Gly
Gly
Gly
Phe
460
Val

Asn

His

Ser

Gln

Thr

Asn

Leu

445

Ser

Gln

Arg

His

Gly
Thr
Val
Tyr
430
Tle

Gly

Pro

His
510

Gly
Val
Thr
415
Pro
Gly
Ser
Glu
Val

495
His

Gly
Val
400
Leu
Asn
Gly
Leu
Asp

480
Phe

Ser Leu Val His Ser Asp Gly Asn Thr Tyr Leu Ser

5

Arg Ile Ser Arg Arg Phe Ser

1

<210>
211>
<212>

26
9
PRT

5

50

10

15
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213> NI

220>

223> HHEK

<400> 26

Met GIn Ser Thr His Val Pro Arg Thr

1 5

210> 27

211> 5

<212> PRT

213> NLF

220>

223> HHEK

<400> 27

Asn Tyr Gly Met His

1 5

<210> 28

211> 17

<212> PRT

213> NLF

220>

223> HHEK

<400> 28

Val Ile Trp Tyr Asp Gly Ser Asp Lys Tyr Tyr Ala Asp Ser Val Arg
1 5 10 15
Gly

<210> 29

211> 15

<212> PRT

213> NLF

220>

223> HHEK

<400> 29

Asp Gly Tyr Asp Ile Leu Thr Gly Asn Pro Arg Asp Phe Asp Tyr
1 5 10 15
<210> 30

211> 124

<212> PRT

213> NLFH

220>

51
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223> HRE
<400> 30
Gln Val Gln Leu

1

Ser
Gly
Ala
Arg
65

Leu

Ala

Tyr

Leu
Met
Val
50

Gly
Gln

Arg

Trp

210>
211>
212>
213>
220>
223>
<400>
Asp Thr Val Met

1
Gln

Asp
Pro
Asp
65

Ser

Thr

Pro
Gly
Arg
50

Arg

Arg

His

Arg

His
35
Tle

Arg

Met

Asp

Gly

115
31
112
PRT

Leu
20
Trp

Trp

Phe

Asn

Gly

100
Gln

NILF5)

EILEZIN

31

Ala

Asn

35

Leu

Phe

Val

Val

Ser

20

Thr

Leu

Ser

Glu

Pro
100

Val

Ser

Val

Tyr

Thr

Ser

85

Tyr

Gly

Thr

Ile

Tyr

Ile

Gly

Ala

85
Arg

Glu

Cys

Arg

Asp

Ile

70

Leu

Asp

Thr

Gln
Ser
Leu
Tyr
Ser
70

Glu

Thr

Ser

Ala

Gln

Gly

95

Ser

Arg

Ile

Leu

Thr

Cys

Ser

Arg

55
Gly

Phe

Gly

Ala

Ala

40

Ser

Arg

Ala

Leu

Val
120

Pro
Arg
Trp
40

Tle
Ala

Val

Gly

Gly
Ser
25

Pro
Asp
Asp
Glu
Thr

105
Thr

Leu
Ser
25

Leu
Ser
Gly

Gly

Cys
105

52

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Gly

Val

Ser
10

Ser

Gln

Arg

Thr

Val

90
Gly

Val

Phe

Lys

Tyr

Ser

75

Thr

Asn

Ser

Ser
Gln
Gln
Arg
Asp
75

Tyr

Thr

Val

Thr

Cys

Tyr

60

Lys

Ala

Pro

Ser

His
Ser
Arg
Phe
60

Phe

Tyr

Lys

Gln
Phe
Leu
45

Ala
Asn

Val

Arg

Val
Leu
Pro
45

Ser
Thr

Cys

Val

Ser
Arg
30

Glu
Asp
Thr

Tyr

Asp
110

Thr
Val
30

Gly
Gly
Leu

Met

Glu
110

Gly
15

Asn
Trp
Ser
Leu
Tyr

95
Phe

Leu
15

His
Gln
Val
Glu
Gln

95
Ile

Arg
Tyr
Val
Val
Tyr
80

Cys

Asp

Gly
Ser
Pro
Pro
Ile
80

Ser

Lys
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<210>
211>
<212>
<213>
<220>
223>
<400>

32
251
PRT

NILF5

EILEZIN

32

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ala Val
50

Arg Gly

65

Leu Gln

Ala Arg

Tyr Trp

Ser Gly
130

Gln Thr

145

Ser Cys

Leu Ser

Tyr Arg

Ser Gly
210

Glu Asp

225

Thr Phe

Arg
His
35

Ile
Arg
Met
Asp
Gly
115
Gly
Pro
Arg
Trp
Ile
195
Ala

Val

Gly

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Gly
Leu
Ser
Leu
180
Ser
Gly

Gly

Cys

5

Ser

Val

Tyr

Thr

Ser

85

Tyr

Gly

Gly

Ser

Ser

165

Gln

Arg

Thr

Val

Gly
245

Glu
Cys
Arg
Asp
Tle
70

Leu
Asp
Thr
Ser
Ser
150

Gln

Gln

Asp

Tyr
230
Thr

Ser

Ala

Gln

Gly

95

Ser

Tle
Leu
Gly
135
His
Ser
Arg
Phe
Phe
215

Tyr

Lys

Gly
Ala
Ala
40

Ser
Arg
Ala
Leu
Val
120
Gly
Val
Leu
Pro
Ser
200
Thr

Cys

Val

Gly
Ser
25

Pro
Asp
Asp
Glu
Thr
105
Thr
Gly
Thr
Val
Gly
185
Gly
Leu

Met

Glu

53

Gly

10

Gly

Gly

Lys

Asn

90

Gly

Val

Gly

Leu

His

170

Gln

Val

Glu

Gln

Ile
250

Val
Phe
Lys
Tyr
Ser
75

Thr
Asn
Ser
Ser
Gly
155
Ser
Pro
Pro
Ile
Ser

235
Lys

Val

Thr

Cys

60

Lys

Ala

Pro

Ser

140

Gln

Asp

Pro

Asp

Ser

220
Thr

Gln
Phe
Leu
45

Ala
Asn
Val
Arg
Gly
125
Thr
Pro
Gly
Arg
Arg
205

Arg

His

Ser
Arg
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Val
Ala
Asn
Leu
190
Phe

Val

Val

Gly
15

Asn

Ser
Leu
Tyr
95

Phe
Gly
Met
Ser
Thr
175
Leu
Ser

Glu

Pro

Arg

Tyr

Val

Val

Tyr

80

Cys

Asp

Gly

Thr

Ile

160

Tyr

Ile

Gly

Ala

Arg
240
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<210>
211>
<212>
<213>
<220>
223>
<400>

33
506
PRT

NILF5

EILEZIN

33

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ala Val
50

Arg Gly

65

Leu Gln

Ala Arg

Tyr Trp

Ser Gly
130

Gln Thr

145

Ser Cys

Leu Ser

Tyr Arg

Ser Gly
210

Glu Asp

225

Thr Phe

Arg
His
35

Ile
Arg
Met
Asp
Gly
115
Gly
Pro
Arg
Trp
Ile
195
Ala

Val

Gly

Leu
20

Trp
Trp
Phe
Asn
Gly
100
Gln
Gly
Leu
Ser
Leu
180
Ser
Gly

Gly

Cys

5

Ser

Val

Tyr

Thr

Ser

85

Tyr

Gly

Gly

Ser

Ser

165

Gln

Arg

Thr

Val

Gly
245

Glu
Cys
Arg
Asp
Ile
70

Leu
Asp
Thr
Ser
Ser
150

Gln

Gln

Asp

Tyr
230
Thr

Ser

Ala

Gln

Gly

95

Ser

Tle
Leu
Gly
135
His
Ser
Arg
Phe
Phe
215

Tyr

Lys

Gly
Ala
Ala
40

Ser
Arg
Ala
Leu
Val
120
Gly
Val
Leu
Pro
Ser
200
Thr

Cys

Val

Gly
Ser
25

Pro
Asp
Asp
Glu
Thr
105
Thr
Gly
Thr
Val
Gly
185
Gly
Leu

Met

Glu

54

Gly

10

Gly

Gly

Lys

Asn

90

Gly

Val

Gly

Leu

His

170

Gln

Val

Glu

Gln

Ile
250

Val
Phe
Lys
Tyr
Ser
75

Thr
Asn
Ser
Ser
Gly
155
Ser
Pro
Pro
Ile
Ser

235
Lys

Val

Thr

Cys

60

Lys

Ala

Pro

Ser

140

Gln

Asp

Pro

Asp

Ser

220

Thr

Ser

Gln
Phe
Leu
45

Ala
Asn
Val
Arg
Gly
125
Thr
Pro
Gly
Arg
Arg
205
Arg
His

Gly

Ser
Arg
30

Glu
Asp
Thr
Tyr
Asp
110
Gly
Val
Ala
Asn
Leu
190
Phe
Val

Val

Gly

Gly
15

Asn

Ser
Leu
Tyr
95

Phe
Gly
Met
Ser
Thr
175
Leu
Ser
Glu

Pro

Gly
255

Arg
Tyr
Val
Val
Tyr
80

Cys
Asp
Gly
Thr
Ile
160
Tyr
Ile
Gly
Ala
Arg

240
Gly
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Ser Glu Val

Gly
Tyr
Val
305
Asp
Thr
Tyr
Trp
Gly
385
Val
Leu
Asn
Gly
Leu
465

Asp

Phe

Ser
Ala
290
Ala
Ser
Ala
Tyr
Ala
370
Gly
Thr
Thr
Trp
Thr
450
Leu

Glu

Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

Leu
275
Met
Arg
Val
Tyr
Cys
355
Tyr
Ser
Gln
Cys
Val
435
Lys
Gly
Ala
Gly
34

5
PRT

Gln
260
Lys
Asn
Ile
Lys
Leu
340
Val
Trp
Gly
Glu
Gly
420
Gln
Phe
Gly

Glu

Gly
500

NILF5

EILEZIN

34

Leu
Leu
Trp
Arg
Asp
325
Gln
Arg
Gly
Gly
Pro
405
Ser
Gln
Leu
Lys
Tyr

485
Thr

Val
Ser
Val
Ser
310
Arg
Met
His
Gln
Gly
390
Ser
Ser
Lys
Ala
Ala
470

Tyr

Lys

Glu
Cys
Arg
295
Lys
Phe
Asn
Gly
Gly
375
Gly
Leu
Thr
Pro
Pro
455
Ala

Cys

Leu

Ser
Ala
280
Gln
Tyr
Thr
Asn
Asn
360
Thr
Ser
Thr
Gly
Gly
440
Gly
Leu

Val

Thr

Gly
265
Ala
Ala
Asn
Tle
Leu
345
Phe
Leu
Gly
Val
Ala
425
Gln
Thr
Thr

Leu

Val
505

55

Gly
Ser
Pro
Asn
Ser
330
Lys
Gly
Val
Gly
Ser
410
Val
Ala
Pro
Leu
Trp

490
Leu

Gly
Gly
Gly
Tyr
315
Arg
Thr
Asn
Thr
Gly
395
Pro
Thr
Pro
Ala
Ser

475
Tyr

Leu
Phe
Lys
300
Ala
Asp
Glu
Ser
Val
380
Gly
Gly
Ser
Arg
Arg
460

Gly

Ser

Val
Thr
285
Gly
Thr
Asp
Asp
Tyr
365
Ser
Ser
Gly
Gly
Gly
445
Phe

Val

Asn

Gln
270
Phe
Leu
Tyr
Ser
Thr
350
Tle
Ser
Gln
Thr
Asn
430
Leu
Ser

Gln

Arg

Pro

Asn

Glu

Tyr

Lys

335

Ala

Ser

Gly

Thr

Val

415

Tyr

Ile

Gly

Pro

Trp
495

Gly
Lys
Trp
Ala
320
Asn
Val
Tyr
Gly
Val
400
Thr
Pro
Gly
Ser
Glu

480
Val
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Asp Tyr Tyr Met Thr

1

<210>
211>
<212>
<213>
<220>
223>
<400>

Tyr Ile Ser Ser Ser Gly Ser Thr Ile Tyr Tyr Ala Asp Ser Val Lys

1

Gly
210>
211>
212>
213>
220>
223>
<400>

Asp Arg Asn Ser His Phe Asp Tyr

1

<210>
211>
<212>
<213>
<220>
223>
<400>

Arg Ala Ser Gln Gly Ile Asn Thr Trp Leu Ala

1

<210>
211>
<212>
<213>
<220>
223>
<400>

Gly Ala Ser Gly Leu Gln Ser

1

5
35

17

PRT
NTLF3

EILEZIN
35

5

36
8
PRT

NILF5

I EDS
36

5
37
11
PRT

NILF5)

EILEZIN
37

5
38
7
PRT

NILF5

I EDS
38

5

56

10

10
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<210>
211>
<212>
<213>
<220>
223>
<400>

39
9
PRT

NILF5

EILEZIN

39

Gln Gln Ala Lys

1

<210>
211>
<212>
<213>
<220>
223>
<400>

40
117
PRT

NILF5

EILEZIN

40

Gln Val Gln Leu

1

Ser Leu

Tyr Met

Ser Tyr
50

Lys Gly

65

Leu Gln

Ala Arg

Val Thr

<210>
211>
<212>
<213>
<220>
223>
<400>

Arg

Thr
35
Tle

Arg

Met

Asp

Val

115
41
107
PRT

Leu
20

Trp
Ser
Phe
Asn
Arg

100

Ser

NILF5

EILEZIN

41

Ser Phe Pro Arg Thr

5

Val

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Glu
Cys
Arg
Ser
Ile
70

Leu

Ser

Ser

Ala

Gln

Gly

95

Ser

His

Gly
Ala
Ala
40

Ser
Arg

Ala

Phe

Gly
Ser
25

Pro
Thr
Asp

Glu

Asp
105

57

Gly
10

Gly
Gly

Ile

Asn

Leu
Phe
Lys
Tyr
Ala
75

Thr

Trp

Val
Thr
Gly
Tyr
60

Lys

Ala

Gly

Lys

Phe

Leu

45

Ala

Asn

Val

Gln

Pro
Ser
30

Glu
Asp
Ser

Tyr

Gly
110

Gly
15

Asp
Trp
Ser
Leu
Tyr

95
Thr

Gly
Tyr
Leu
Val
Phe
80

Cys

Leu
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Asp
1
Asp
Leu
Tyr
Ser
65

Glu

Thr

Ile
Arg
Ala
Gly
50

Gly

Asp

Phe

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser

Tyr

Ser

Lys

65
Leu

Ala

Val

Gly

Leu

Met

Tyr

50

Gly

Gln

Arg

Thr

Gly
130

Gln
Val
Trp
35

Ala
Ser
Phe
Gly

42

239
PRT

Met
Thr
20

Tyr
Ser
Gly

Ala

Gln
100

NILF5)

EILEZIN

42

Arg

Thr
35
Tle

Arg

Met

Asp

Val

115
Gly

Leu
20

Trp
Ser
Phe
Asn
Arg
100

Ser

Ser

Thr

Ile

Gln

Gly

Thr

Thr

85
Gly

Val

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Asp

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Gly

Ile

Ser
Cys
Lys
Gln
55

Phe

Tyr

Lys

Ser

Ala

Gln

Gly

95

Ser

His

Gly

Gln
135

Pro
Arg
Pro
40

Ser
Thr

Cys

Val

Gly
Ala
Ala
40

Ser
Arg
Ala
Phe
Gly

120
Met

Ser Ser Val

Ala
25

Gly
Gly
Leu

Gln

Glu
105

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105

Gly

Thr

58

10

Ser

Lys

Val

Thr

Gln

90
Ile

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Tyr

Ser

Gln

Gln
Ala
Pro
Ile
75

Ala

Lys

Leu

Phe

Lys

Tyr

Ala

75

Thr

Trp

Gly

Ser

Ser
Gly
Pro
Ser
60

Ser

Lys

Val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Gly

Pro
140

Ala
Ile
Lys
45

Arg

Ser

Ser

Lys
Phe
Leu
45

Ala
Asn
Val
Gln
Gly

125

Ser

Ser
Asn
30

Leu
Phe

Leu

Phe

Pro
Ser
30

Glu

Asp

Ser

Gly
110
Gly

Ser

Val
15

Thr
Leu
Ser

Gln

Pro
95

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Thr

Ser

Val

Gly

Trp

Ile

Gly

Pro

80
Arg

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly

Ser
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Ala Ser Val

145
Ile

Lys

Arg

Ser

Ser
225

Asn

Leu

Phe

Leu

210
Phe

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser

Tyr

Ser

Lys

65

Leu

Ala

Val

Gly

Ala
145

Leu
Met
Tyr
50

Gly
Gln
Arg
Thr
Gly

130

Ser

Thr

Leu

Ser

195
Gln

Pro

43

494
PRT

Gly
Trp
Ile
180
Gly

Pro

Arg

NILF5

EILEZIN

43

Arg
Thr
35

Ile
Arg
Met
Asp
Val
115

Gly

Val

Leu
20

Trp
Ser
Phe
Asn
Arg
100
Ser

Ser

Gly

Asp
Leu
165
Tyr
Ser

Glu

Thr

Val

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Asp

Asp

Arg
150
Ala
Gly
Gly

Asp

Phe
230

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Gly

Ile

Arg
150

Val

Trp

Ala

Ser

Phe

215
Gly

Ser
Ala
Gln
Gly
55

Ser
Arg
His
Gly
Gln

135
Val

Thr
Tyr
Ser
Gly
200

Ala

Gln

Gly
Ala
Ala
40

Ser
Arg
Ala
Phe
Gly
120

Met

Thr

Ile Thr Cys

Gln
Gly
185
Thr

Thr

Gly

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105
Gly

Thr

Ile

59

Gln
170
Leu
Asp

Tyr

Thr

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Tyr
Ser

Gln

Thr

155
Lys

Gln

Phe

Tyr

Lys
235

Leu

Phe

Lys

Tyr

Ala

75

Thr

Trp

Gly

Ser

Cys
155

Arg

Pro

Ser

Thr

Cys

220
Val

Val
Thr
Gly
Tyr
60

Lys
Ala
Gly
Gly
Pro

140
Arg

Ala
Gly
Gly
Leu
205

Gln

Glu

Lys
Phe
Leu
45

Ala
Asn
Val
Gln
Gly
125

Ser

Ala

Ser
Lys
Val
190
Thr

Gln

Ile

Pro
Ser
30

Glu
Asp
Ser
Tyr
Gly
110
Gly

Ser

Ser

Gln
Ala
175
Pro
Tle

Ala

Lys

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Thr
Ser

Val

Gln

Gly
160
Pro
Ser

Ser

Lys

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly

Ser

Gly
160
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Ile

Lys

Arg

Ser

Ser

225

Gly

Val

Thr

Gly

Thr

305

Asp

Asp

Tyr

Ser

Ser

385

Gly

Gly

Gly

Phe

Val

Asn
Leu
Phe
Leu
210
Phe
Gly
Gln
Phe
Leu
290
Tyr
Ser
Thr
Tle
Ser
370
Gln
Thr
Asn
Leu
Ser

450
Gln

Thr
Leu
Ser
195
Gln
Pro
Gly
Pro
Asn
275
Glu
Tyr
Lys
Ala
Ser
355
Gly
Thr
Val
Tyr
Tle
435

Gly

Pro

Trp
Ile
180
Gly
Pro
Arg
Gly
Gly
260
Lys
Trp
Ala
Asn
Val
340
Tyr
Gly
Val
Thr
Pro
420
Gly

Ser

Glu

Leu
165
Tyr
Ser
Glu
Thr
Ser
245
Gly
Tyr
Val
Asp
Thr
325
Tyr
Trp
Gly
Val
Leu
405
Asn
Gly

Leu

Asp

Ala

Gly

Gly

Asp

Phe

230

Glu

Ser

Ala

Ala

Ser

310

Ala

Tyr

Ala

Gly

Thr

390

Thr

Trp

Thr

Leu

Glu

Trp
Ala
Ser
Phe
215
Gly
Val
Leu
Met
Arg
295
Val
Tyr
Cys
Tyr
Ser
375
Gln
Cys
Val
Lys
Gly

455
Ala

Tyr
Ser
Gly
200
Ala
Gln
Gln
Lys
Asn
280
Ile
Lys
Leu
Val
Trp
360
Gly
Glu
Gly
Gln
Phe
440

Gly

Glu

Gln Gln Lys

Gly
185
Thr
Thr
Gly
Leu
Leu
265
Trp
Arg
Asp
Gln
Arg
345
Gly
Gly
Pro
Ser
Gln
425
Leu
Lys

Tyr

60

170
Leu

Asp
Tyr
Thr
Val
250
Ser
Val
Ser
Arg
Met
330
His
Gln
Gly
Ser
Ser
410
Lys
Ala

Ala

Tyr

Gln
Phe
Tyr
Lys
235
Glu
Cys
Arg
Lys
Phe
315
Asn
Gly
Gly
Gly
Leu
395
Thr
Pro
Pro

Ala

Cys

Pro
Ser
Thr
Cys
220
Val
Ser
Ala
Gln
Tyr
300
Thr
Asn
Asn
Thr
Ser
380
Thr
Gly
Gly
Gly
Leu

460
Val

Gly
Gly
Leu
205
Gln
Glu
Gly
Ala
Ala
285
Asn
Tle
Leu
Phe
Leu
365
Gly
Val
Ala
Gln
Thr
445

Thr

Leu

Lys
Val
190
Thr
Gln
Tle
Gly
Ser
270
Pro
Asn
Ser
Lys
Gly
350
Val
Gly
Ser
Val
Ala
430
Pro

Leu

Trp

Ala
175
Pro
Ile
Ala
Lys
Gly
255
Gly
Gly
Tyr
Arg
Thr
335
Asn
Thr
Gly
Pro
Thr
415
Pro
Ala

Ser

Tyr

Pro

Ser

Ser

Lys

Ser

240

Leu

Phe

Lys

Ala

Asp

320

Glu

Ser

Val

Gly

Gly

400

Ser

Arg

Arg

Gly

Ser
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465

470

475

Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

44
982
PRT

NILF5

EILEZIN

44

Ser Leu Arg

Tyr
Ser
Lys
65

Leu
Ala
Val
Gly
Ala
145
Ile
Lys
Arg

Ser

Ser

Met
Tyr
50

Gly
Gln
Arg
Thr
Gly
130
Ser
Asn
Leu
Phe
Leu

210
Phe

Thr
35

Tle
Arg
Met
Asp
Val
115
Gly
Val
Thr
Leu
Ser
195

Gln

Pro

Leu
20

Trp
Ser
Phe
Asn
Arg
100
Ser
Ser
Gly
Trp
Tle
180
Gly

Pro

Arg

485

Val

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Asp

Asp

Leu

165

Tyr

Ser

Glu

Thr

Glu

Cys

Ser
Tle
70

Leu
Ser
Gly
Tle
Arg
150
Ala
Gly
Gly

Asp

Phe

Ser
Ala
Gln
Gly
55

Ser
Arg
His
Gly
Gln
135
Val
Trp
Ala
Ser
Phe

215
Gly

Gly
Ala
Ala
40

Ser
Arg
Ala
Phe
Gly
120
Met
Thr
Tyr
Ser
Gly
200

Ala

Gln

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105
Gly
Thr
Tle
Gln
Gly
185
Thr
Thr

Gly

61

490

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Tyr
Ser
Gln
Thr
Gln
170
Leu
Asp

Tyr

Thr

Leu

Phe

Lys

Ala
75

Thr
Trp
Gly
Ser
Cys
155
Lys
Gln
Phe

Tyr

Lys

Val
Thr
Gly
Tyr
60

Lys
Ala
Gly
Gly
Pro
140
Arg
Pro
Ser
Thr
Cys

220
Val

Lys
Phe
Leu
45

Ala
Asn
Val
Gln
Gly
125
Ser
Ala
Gly
Gly
Leu
205

Gln

Glu

Pro
Ser
30

Glu
Asp
Ser
Tyr
Gly
110
Gly
Ser
Ser
Lys
Val
190
Thr

Gln

Ile

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Thr
Ser
Val
Gln
Ala
175
Pro
Tle

Ala

Lys

480

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly

Ser

Gly

160

Pro

Ser

Ser

Lys

Ser
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225
Gly

Val
Thr
Gly
Thr
305
Asp
Asp
Tyr
Ser
Ser
385
Gly
Gly
Gly
Phe
Val
465
Asn
Gly

Leu

Leu

Gly
Gln
Phe
Leu
290
Tyr
Ser
Thr
Tle
Ser
370
Gln
Thr
Asn
Leu
Ser
450
Gln
Arg
Gly

Gly

Met
530

Gly
Pro
Asn
275
Glu
Tyr
Lys
Ala
Ser
355
Gly
Thr
Val
Tyr
Ile
435
Gly
Pro
Trp
Asp
Gly

515
Ile

Gly
Gly
260
Lys
Trp
Ala
Asn
Val
340
Tyr
Gly
Val
Thr
Pro
420
Gly
Ser
Glu
Val
Lys
500

Pro

Ser

Ser
245
Gly
Tyr
Val
Asp
Thr
325
Tyr
Trp
Gly
Val
Leu
405
Asn
Gly
Leu
Asp
Phe
485
Thr

Ser

Arg

230
Glu

Ser
Ala
Ala
Ser
310
Ala
Tyr
Ala
Gly
Thr
390
Thr
Trp
Thr
Leu
Glu
470
Gly
His
Val

Thr

Val
Leu
Met
Arg
295
Val
Tyr
Cys
Tyr
Ser
375
Gln
Cys
Val
Lys
Gly
455
Ala
Gly
Thr

Phe

Pro
535

Gln
Lys
Asn
280
Ile
Lys
Leu
Val
Trp
360
Gly
Glu
Gly
Gln
Phe
440
Gly
Glu
Gly
Cys
Leu

520
Glu

Leu
Leu
265
Trp
Arg
Asp
Gln
Arg
345
Gly
Gly
Pro
Ser
Gln
425
Leu
Lys
Tyr
Thr
Pro
505

Phe

Val

62

Val
250
Ser
Val
Ser
Arg
Met
330
His
Gln
Gly
Ser
Ser
410
Lys
Ala
Ala
Tyr
Lys
490
Pro

Pro

Thr

235
Glu

Cys
Arg
Lys
Phe
315
Asn
Gly
Gly
Gly
Leu
395
Thr
Pro
Pro
Ala
Cys
475
Leu
Cys

Pro

Cys

Ser
Ala
Gln
Tyr
300
Thr
Asn
Asn
Thr
Ser
380
Thr
Gly
Gly
Gly
Leu
460
Val
Thr
Pro

Lys

Val
540

Gly
Ala
Ala
285
Asn
Tle
Leu
Phe
Leu
365
Gly
Val
Ala
Gln
Thr
445
Thr
Leu
Val
Ala
Pro

525
Val

Gly
Ser
270
Pro
Asn
Ser
Lys
Gly
350
Val
Gly
Ser
Val
Ala
430
Pro
Leu
Trp
Leu
Pro
510

Lys

Val

Gly
255
Gly
Gly
Tyr
Arg
Thr
335
Asn
Thr
Gly
Pro
Thr
415
Pro
Ala
Ser
Tyr
Gly
495
Glu

Asp

Asp

240
Leu

Phe
Lys
Ala
Asp
320
Glu
Ser
Val
Gly
Gly
400
Ser
Arg
Arg
Gly
Ser
480
Gly
Leu

Thr

Val
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Ser
545
Glu
Thr
Asn
Pro
Gln
625
Val
Val
Pro
Thr
Val
705
Leu
Gly
Gly
Leu
Thr
785
Val
Val

Ser

Leu

His

Val

Tyr

Gly

Ile

610

Val

Ser

Glu

Pro

Val

690

Met

Ser

Gly

Gly

Leu

770

Leu

Ser

Glu

Thr

Asn

Glu
His
Arg
Lys
595
Glu
Tyr
Leu
Trp
Val
675
Asp
His
Pro
Gly
Ser
755
Gly
Met
His
Val
Tyr

835
Gly

Asp
Asn
Cys
580
Glu
Lys
Thr
Thr
Glu
660
Leu
Lys
Glu
Gly
Ser
740
Asp
Gly
Ile
Glu
His
820

Arg

Lys

Pro
Ala
565
Val
Tyr
Thr
Leu
Cys
645
Ser
Asp
Ser
Ala
Lys
725
Gly
Lys
Pro
Ser
Asp
805
Asn

Cys

Glu

Glu
550
Lys
Ser
Lys
Tle
Pro
630
Leu
Asn
Ser
Arg
Leu
710
Gly
Gly
Thr
Ser
Arg
790
Pro
Ala

Val

Tyr

Val

Thr

Val

Cys

Ser

615

Pro

Val

Gly

Asp

Trp

695

His

Gly

Gly

His

Val

775

Thr

Glu

Lys

Ser

Lys

Lys
Lys
Leu
Lys
600
Lys
Ser
Lys
Gln
Gly
680
Gln
Asn
Gly
Gly
Thr
760
Phe
Pro
Val
Thr
Val

840
Cys

Phe Asn Trp

Pro
Thr
585
Val
Ala
Arg
Gly
Pro
665
Ser
Gln
His
Gly
Ser
745
Cys
Leu
Glu
Lys
Lys
825
Leu

Lys

63

Cys
570
Val
Ser
Lys
Glu
Phe
650
Glu
Phe
Gly
Tyr
Ser
730
Gly
Pro
Phe
Val
Phe
810
Pro

Thr

Val

55h
Glu

Leu
Asn
Gly
Glu
635
Tyr
Asn
Phe
Asn
Thr
715
Gly
Gly
Pro
Pro
Thr
795
Asn
Cys

Val

Ser

Tyr

Glu

His

Lys

Gln

620

Met

Pro

Asn

Leu

Val

700

Gln

Gly

Gly

Cys

Pro

780

Cys

Trp

Glu

Leu

Asn

Val
Gln
Gln
Ala
605
Pro
Thr
Ser
Tyr
Tyr
685
Phe
Lys
Gly
Gly
Pro
765
Lys
Val
Tyr
Glu
His

845
Lys

Asp
Tyr
Asp
590
Leu
Arg
Lys
Asp
Lys
670
Ser
Ser
Ser
Gly
Ser
750
Ala
Pro
Val
Val
Gln
830

Gln

Ala

Gly
Gly
575
Trp
Pro
Glu
Asn
Ile
655
Thr
Lys
Cys
Leu
Ser
735
Gly
Pro
Lys
Val
Asp
815
Tyr

Asp

Leu

Val
560
Ser
Leu
Ala
Pro
Gln
640
Ala
Thr
Leu
Ser
Ser
720
Gly
Gly
Glu
Asp
Asp
800
Gly
Gly

Trp

Pro
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Ala

865

Pro

Gln

Ala

Thr

Leu

945

Ser

Ser

850

Pro

Gln

Val

Val

Pro

930

Thr

Val

Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ile

Val

Ser

Glu

915

Pro

Val

Met

Ser

45

982
PRT

Glu

Tyr

Leu

900

Trp

Val

Asp

His

Pro
980

NILF5

EILEZIN

45

Ser Leu Arg

Tyr
Ser
Lys
65

Leu

Ala

Val

Met
Tyr
50

Gly
Gln

Arg

Thr

Thr
35

Tle
Arg
Met

Asp

Val

Leu
20

Trp
Ser
Phe
Asn
Arg

100

Ser

Lys
Thr
885
Thr
Glu
Leu
Lys
Glu

965
Gly

Val

Ser

Ile

Ser

Thr

Ser

85

Asn

Ser

Thr
870
Leu
Cys
Ser
Asp
Ser
950

Ala

Lys

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Gly

855
Ile

Pro
Leu
Asn
Ser
935

Arg

Leu

Ser

Ala

Gln

Gly

95

Ser

Arg

His

Gly

Ser
Pro
Val
Gly
920
Asp

Trp

His

Gly

Ala

Ala

40

Ser

Arg

Ala

Phe

Gly

Lys
Ser
Lys
905
Gln
Gly

Gln

Asn

Gly
Ser
25

Pro
Thr
Asp
Glu
Asp
105

Gly

64

Ala
Arg
890
Gly
Pro
Ser

Gln

His
970

Gly
10

Gly
Gly
Ile
Asn
Asp
90

Tyr

Ser

Lys
875
Glu
Phe
Glu
Phe
Gly

955
Tyr

Leu

Phe

Lys

Tyr

Ala

75

Thr

Trp

Gly

860
Gly

Glu
Tyr
Asn
Phe
940

Asn

Thr

Val

Thr

Gly

Tyr

60

Lys

Ala

Gly

Gly

Gln
Met
Pro
Asn
925
Leu

Val

Gln

Lys

Phe

Leu

45

Ala

Asn

Val

Gln

Gly

Pro
Thr
Ser
910
Tyr
Tyr

Phe

Lys

Pro
Ser
30

Glu
Asp
Ser
Tyr
Gly

110
Gly

Arg
Lys
895
Asp
Lys
Ser

Ser

Ser
975

Gly
15

Asp
Trp
Ser
Leu
Tyr
95

Thr

Ser

Glu
880
Asn
Ile
Thr
Lys
Cys

960
Leu

Gly

Tyr

Leu

Val

Phe

80

Cys

Leu

Gly
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Gly
Ala
145
Ile
Lys
Arg
Ser
Ser
225
Gly
Val
Thr
Gly
Thr
305
Asp
Asp
Tyr
Ser
Ser
385

Gly

Gly

Gly
130
Ser
Asn
Leu
Phe
Leu
210
Phe
Gly
Gln
Phe
Leu
290
Tyr
Ser
Thr
Tle
Ser
370
Gln

Thr

Asn

115
Gly

Val
Thr
Leu
Ser
195
Gln
Pro
Gly
Pro
Asn
275
Glu
Tyr
Lys
Ala
Ser
355
Gly
Thr

Val

Tyr

Ser
Gly
Trp
Ile
180
Gly
Pro
Arg
Gly
Gly
260
Lys
Trp
Ala
Asn
Val
340
Tyr
Gly
Val

Thr

Pro
420

Asp
Asp
Leu
165
Tyr
Ser
Glu
Thr
Ser
245
Gly
Tyr
Val
Asp
Thr
325
Tyr
Trp
Gly
Val
Leu

405

Asn

Ile
Arg
150
Ala
Gly
Gly
Asp
Phe
230
Glu
Ser
Ala
Ala
Ser
310
Ala
Tyr
Ala
Gly
Thr
390

Thr

Trp

Gln
135
Val
Trp
Ala
Ser
Phe
215
Gly
Val
Leu
Met
Arg
295
Val
Tyr
Cys
Tyr
Ser
375
Gln

Cys

Val

120
Met

Thr
Tyr
Ser
Gly
200
Ala
Gln
Gln
Lys
Asn
280
Tle
Lys
Leu
Val
Trp
360
Gly
Glu

Gly

Gln

Thr
Ile
Gln
Gly
185
Thr
Thr
Gly
Leu
Leu
265
Trp
Arg
Asp
Gln
Arg
345
Gly
Gly
Pro

Ser

Gln
425

65

Gln
Thr
Gln
170
Leu
Asp
Tyr
Thr
Val
250
Ser
Val
Ser
Arg
Met
330
His
Gln
Gly
Ser
Ser

410
Lys

Ser
Cys
155
Lys
Gln
Phe
Tyr
Lys
235
Glu
Cys
Arg
Lys
Phe
315
Asn
Gly
Gly
Gly
Leu
395

Thr

Pro

Pro
140
Arg
Pro
Ser
Thr
Cys
220
Val
Ser
Ala
Gln
Tyr
300
Thr
Asn
Asn
Thr
Ser
380
Thr

Gly

Gly

125

Ser
Ala
Gly
Gly
Leu
205
Gln
Glu
Gly
Ala
Ala
285
Asn
Tle
Leu
Phe
Leu
365
Gly
Val

Ala

Gln

Ser
Ser
Lys
Val
190
Thr
Gln
Tle
Gly
Ser
270
Pro
Asn
Ser
Lys
Gly
350
Val
Gly
Ser

Val

Ala
430

Val
Gln
Ala
175
Pro
Ile
Ala
Lys
Gly
255
Gly
Gly
Tyr
Arg
Thr
335
Asn
Thr
Gly
Pro
Thr

415

Pro

Ser
Gly
160
Pro
Ser
Ser
Lys
Ser
240
Leu
Phe
Lys
Ala
Asp
320
Glu
Ser
Val
Gly
Gly
400

Ser

Arg
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Gly Leu Ile

Phe
Val
465
Asn
Gly
Leu
Leu
Ser
545
Glu
Thr
Asn
Pro
Gln
625
Val
Val
Pro
Thr
Val
705

Leu

Gly

Ser
450
Gln
Arg
Gly
Gly
Met
530
His
Val
Tyr
Gly
Tle
610
Val
Ser
Glu
Pro
Val
690
Met

Ser

Gly

435
Gly

Pro
Trp
Asp
Gly
515
Ile
Glu
His
Arg
Lys
595
Glu
Tyr
Leu
Trp
Val
675
Asp
His
Pro

Gly

Gly

Ser

Glu

Val

Lys

500

Pro

Ser

Asp

Asn

Cys

580

Glu

Lys

Thr

Thr

Glu

660

Leu

Lys

Glu

Gly

Ser

Gly
Leu
Asp
Phe
485
Thr
Ser
Arg
Pro
Ala
565
Val
Tyr
Thr
Leu
Cys
645
Ser
Asp
Ser
Ala
Lys

725
Gly

Thr
Leu
Glu
470
Gly
His
Val
Thr
Glu
550
Lys
Ser
Lys
Tle
Pro
630
Leu
Asn
Ser
Arg
Leu
710

Gly

Gly

Lys
Gly
455
Ala
Gly
Thr
Phe
Pro
535
Val
Thr
Val
Cys
Ser
615
Pro
Val
Gly
Asp
Trp
695
His
Gly

Gly

Phe
440
Gly
Glu
Gly
Cys
Leu
520
Glu
Lys
Lys
Leu
Lys
600
Lys
Ser
Lys
Gln
Gly
680
Gln
Asn

Gly

Gly

Leu Ala Pro

Lys

Tyr

Thr

Pro

505

Phe

Val

Phe

Pro

Thr

585

Val

Ala

Arg

Gly

Pro

665

Ser

Gln

His

Gly

Ser

66

Ala
Tyr
Lys
490
Pro
Pro
Thr
Asn
Cys
570
Val
Ser
Lys
Glu
Phe
650
Glu
Phe
Gly
Tyr
Ser

730
Gly

Ala
Cys
475
Leu
Cys
Pro
Cys
Trp
555
Glu
Leu
Asn
Gly
Glu
635
Tyr
Asn
Phe
Asn
Thr
715

Gly

Gly

Gly
Leu
460
Val
Thr
Pro
Lys
Val
540
Tyr
Glu
His
Lys
Gln
620
Met
Pro
Asn
Leu
Val
700
Gln

Gly

Gly

Thr
445
Thr
Leu
Val
Ala
Pro
525
Val
Val
Gln
Gln
Ala
605
Pro
Thr
Ser
Tyr
Tyr
685
Phe
Lys

Gly

Gly

Pro

Leu

Trp

Leu

Pro

510

Lys

Val

Asp

Tyr

Asp

590

Leu

Arg

Lys

Asp

Lys

670

Ser

Ser

Ser

Gly

Ser

Ala
Ser
Tyr
Gly
495
Glu
Asp
Asp
Gly
Gly
575
Trp
Pro
Glu
Asn
Ile
655
Thr
Lys
Cys
Leu
Ser

735
Gly

Arg
Gly
Ser
480
Gly
Leu
Thr
Val
Val
560
Ser
Leu
Ala
Pro
Gln
640
Ala
Thr
Leu
Ser
Ser
720

Gly

Gly
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Gly
Leu
Thr
785
Val
Val
Ser
Leu
Ala
865
Pro
Gln
Ala
Thr
Leu
945

Ser

Ser

Gly
Leu
770
Leu
Ser
Glu
Thr
Asn
850
Pro
Gln
Val
Val
Pro
930
Thr

Val

Leu

210>
211>
212>
213>
220>
223>
<400>
Ser Tyr Gly Met His

Ser
755
Gly
Met
His
Val
Tyr
835
Gly
Tle
Val
Ser
Glu
915
Pro
Val
Met
Ser
46

5
PRT

740
Asp

Gly

Ile

Glu

His

820

Arg

Lys

Glu

Tyr

Leu

900

Trp

Val

Asp

His

Pro
980

NILF5

EILEZIN

46

Lys
Pro
Ser
Asp
805
Asn
Cys
Glu
Lys
Thr
885
Thr
Glu
Leu
Lys
Glu

965
Gly

Thr
Ser
Arg
790
Pro
Ala
Val
Tyr
Thr
870
Leu
Cys
Ser
Asp
Ser
950

Ala

Lys

His
Val
775
Thr
Glu
Lys
Ser
Lys
855
Tle
Pro
Leu
Asn
Ser
935

Arg

Leu

Thr
760
Phe
Pro
Val
Thr
Val
840
Cys
Ser
Pro
Val
Gly
920
Asp

Trp

His

745

Cys Pro Pro

Leu
Glu
Lys
Lys
825
Leu
Lys
Lys
Ser
Lys
905
Gln
Gly

Gln

Asn

67

Phe

Val

Phe

810

Pro

Thr

Val

Ala

890

Gly

Pro

Ser

Gln

His
970

Pro
Thr
795
Asn
Cys
Val
Ser
Lys
875
Glu
Phe
Glu
Phe
Gly

955
Tyr

Cys
Pro
780
Cys
Trp
Glu
Leu
Asn
860
Gly
Glu
Tyr
Asn
Phe
940

Asn

Thr

Pro
765
Lys
Val
Tyr
Glu
His
845
Lys
Gln
Met
Pro
Asn
925
Leu

Val

Gln

750
Ala

Pro

Val

Val

Gln

830

Gln

Ala

Pro

Thr

Ser

910

Tyr

Tyr

Phe

Lys

Pro

Lys

Val

Asp

815

Tyr

Asp

Leu

Arg

Lys

895

Asp

Lys

Ser

Ser

Ser
975

Glu
Asp
Asp
800
Gly
Gly
Trp
Pro
Glu
880
Asn
Ile
Thr
Lys
Cys

960
Leu
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1 5

210> 47

211> 17

<212> PRT

213> NLF

220>

223> HHEK

<400> 47

Phe Ile Trp Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Glu Ser Val Lys
1 5 10 15
Asp

<210> 48

211> 16

<212> PRT

213> NI

220>

223> HHEK

<400> 48

Arg Ala Gly Ile Ile Gly Thr Ile Gly Tyr Tyr Tyr Gly Met Asp Val
1 5 10 15
<210> 49

211> 11

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 49

Ser Gly Asp Arg Leu Gly Glu Lys Tyr Thr Ser

1 5 10

<210> 50

211> 7

<212> PRT

213> NLF

220>

223> HHEK

<400> 50

Gln Asp Thr Lys Arg Pro Ser

1 5

<210> 51
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211>
<212>
<213>
<220>
223>
<400>

9
PRT

NILF5

EILEZIN

51

Gln Ala Trp Glu

1

<210>
211>
<212>
<213>
<220>
223>
<400>

52
125
PRT

NILF5)

EILEZIN

52

Gln Val Gln Leu

1

Ser Leu

Gly Met

Ala Phe
50

Lys Asp

65

Leu Gln

Ala Arg

Asp Val

<210>
211>
<212>
<213>
<220>
223>
<400>

Arg

His
35
Tle

Arg
Met
Arg
Trp
115
53

107
PRT

Leu
20
Trp

Trp

Phe

Asn

Ala

100
Gly

NILF5

EILEZIN

53

Ser Ser Thr Val Val

5

Val

Ser

Val

Tyr

Thr

Ser

85

Gly

Gln

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Ser

Ala

Gln

Gly

95

Ser

Arg

Ile

Thr

Gly

Ala

Ala

40

Ser

Arg

Ala

Gly

Thr
120

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr

105
Val

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile

Thr

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Ser
125

Pro

Ser

30

Glu

Glu

Thr

Tyr

Tyr
110

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Gly

Gly
Tyr
Val
Val
Tyr
80

Cys

Met

Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln
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1

Thr Ala Ser

Ser Trp Tyr

35

Gln Asp Thr

50

Asn Ser Gly

65

Asp Glu Ala

Phe Gly Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Asp

Gly

Thr

Leu

Met

Phe
50
Asp

Gln

Arg

Val

Ser

130
Gln

54
247
PRT

Tle
20

Gln
Lys
Asn

Asp

Gly
100

NILF5

EILEZIN

54

Arg
His
35

Ile
Arg
Met
Arg
Trp
115

Gly

Pro

Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly

Gly

Pro

Thr

Gln

Arg

Thr

Tyr

85
Thr

Val

Ser

Val

Tyr

Thr

Ser

85

Gly

Gln

Gly

Ser

Cys
Arg
Pro
Ala
70

Tyr

Lys

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Val

Ser
Pro
Ser
55

Thr

Cys

Leu

Ser
Ala
Gln
Gly
55

Ser
Arg
Ile
Thr
Ser

135

Ser

Gly
Gly
40

Gly
Leu

Gln

Thr

Gly
Ala
Ala

40

Ser

Ala
Gly
Thr
120

Gly

Val

Asp
25

Gln
Ile
Thr

Ala

Val
105

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly

Ser

70

10
Arg Leu

Ser Pro
Pro Glu
Ile Ser
75
Trp Glu

90
Leu Ser

Gly Val
10

Gly Phe
Gly Lys
Lys Tyr
Asn Ser

75

Asp Thr
90

Ile Gly
Thr Val

Gly Gly

Pro Gly

Gly
Leu
Arg
60

Gly

Ser

Val
Thr
Gly
Tyr
60

Lys
Ala
Tyr
Ser
Ser

140
Gln

Glu
Leu
45

Phe

Thr

Ser

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125

Ser

Thr

Lys
30

Val
Ser

Gln

Thr

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly

Tyr

Ala

15
Tyr

Ile

Gly

Ala

Val
95

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly

Glu

Ser

Thr

Tyr

Ser

Met

80
Val

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu

Ile
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145
Thr

Gln

Arg

Thr

Tyr

225
Thr

Cys
Arg
Pro
Ala
210

Tyr

Lys

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Asp

Gly

Thr

Leu

Met

Phe
50
Asp

Gln

Arg

Val

Ser

130
Gln

Ser
Pro
Ser
195
Thr
Cys
Leu
55

507
PRT

Gly
Gly
180
Gly
Leu

Gln

Thr

NILF5

EILEZIN

95

Arg
His
35

Ile
Arg
Met
Arg
Trp
115

Gly

Pro

Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly

Gly

Pro

Asp
165
Gln
Ile
Thr

Ala

Val
245

Val

Ser

Val

Tyr

Thr

Ser

85

Gly

Gln

Gly

Ser

150
Arg

Ser

Pro

Ile

Trp

230
Leu

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Val

Leu
Pro
Glu
Ser
215

Glu

Ser

Ser
Ala
Gln
Gly
55

Ser
Arg
Ile
Thr
Ser

135

Ser

Gly
Leu
Arg
200

Gly

Ser

Gly
Ala
Ala
40

Ser
Arg
Ala
Gly
Thr
120

Gly

Val

Glu
Leu
185
Phe

Thr

Ser

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly

Ser

71

Lys
170
Val
Ser

Gln

Thr

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile
Thr

Gly

Pro

155
Tyr

Ile

Gly

Ala

Val
235

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Gly

Thr

Tyr

Ser

Met

220
Val

Val
Thr
Gly
Tyr
60

Lys
Ala
Tyr
Ser
Ser

140
Gln

Ser
Gln
Asn
205

Asp

Phe

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125

Ser

Thr

Trp
Asp
190
Ser

Glu

Gly

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly

Tyr

Ala

Tyr
175
Thr
Gly

Ala

Gly

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly

Glu

Ser

160
Gln

Lys

Asn

Asp

Gly
240

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu

Ile
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145
Thr

Gln
Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser

Lys

Ala

Cys
Arg
Pro
Ala
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr

Pro

Pro
450

Ser
Pro
Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly

435
Gly

Gly
Gly
180
Gly
Leu
Gln
Thr
Gly
260
Ala
Ala
Asn
Ile
Leu
340
Phe
Leu
Gly
Val
Ala
420

Gln

Thr

Asp
165
Gln
Tle
Thr
Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val

Ala

Pro

150
Arg

Ser
Pro
Ile
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr

Pro

Ala

Leu
Pro
Glu
Ser
215
Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser

Arg

Arg
455

Gly
Leu
Arg
200
Gly
Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly

440
Phe

Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425

Leu

Ser

72

Lys
170
Val
Ser
Gln
Thr
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr

Ile

Gly

155
Tyr

Ile
Gly
Ala
Val
235
Gly
Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro

Gly

Ser

Thr
Tyr
Ser
Met
220
Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn

Gly

Leu
460

Ser
Gln
Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr

445
Leu

Trp
Asp
190
Ser
Glu
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Ser
Gln
Cys
Val
430

Lys

Gly

Tyr
175
Thr
Gly
Ala
Gly
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln

Phe

Gly

160
Gln

Lys
Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln

Leu

Lys
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Ala Ala Leu Thr Leu Ser Gly Val Gln Pro Glu Asp Glu Ala Glu Tyr
465 470 475 480
Tyr Cys Val Leu Trp Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly Thr
485 490 495
Lys Leu Thr Val Leu His His His His His His
500 505
<210> 56
211> 7
<212> PRT
213> NLF
220>
223> HHEK
<400> 56
Asn Ala Arg Met Gly Val Ser
1 5
<210> 57
211> 16
<212> PRT
213> NLF
220>
223> HHEK
<400> 57
His Ile Phe Ser Asn Asp Glu Lys Ser Tyr Ser Thr Ser Leu Lys Asn
1 5 10 15
<210> 58
211> 14
<212> PRT
213> NLF
220>
223> HHEK
<400> 58
Ile Val Gly Tyr Gly Ser Gly Trp Tyr Gly Phe Phe Asp Tyr
1 5 10
<210> 59
211> 11
<212> PRT
213> NLF
220>
223> HHEK
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<400> 59
Arg Ala Ser Gln Gly Ile Arg Asn Asp Leu Gly
1 5 10
<210> 60
211> 7
<212> PRT
213> NILFF%
220>
223> HHEK
<400> 60
Ala Ala Ser Thr Leu Gln Ser
1 5
<210> 61
211> 9
<212> PRT
213> NLFF%
220>
223> HHEK
<400> 61
Leu Gln His Asn Ser Tyr Pro Leu Thr
1 5
<210> 62
211> 124
<212> PRT
213> NLF
220>
223> HHEK
<400> 62
Gln Val Thr Leu Lys Glu Ser Gly Pro Thr Leu Val Lys Pro Thr Glu
1 5 10 15
Thr Leu Thr Leu Thr Cys Thr Leu Ser Gly Phe Ser Leu Asn Asn Ala
20 25 30
Arg Met Gly Val Ser Trp Ile Arg Gln Pro Pro Gly Lys Cys Leu Glu
35 40 45
Trp Leu Ala His Ile Phe Ser Asn Asp Glu Lys Ser Tyr Ser Thr Ser
50 55 60
Leu Lys Asn Arg Leu Thr Ile Ser Lys Asp Ser Ser Lys Thr Gln Val
65 70 75 80
Val Leu Thr Met Thr Asn Val Asp Pro Val Asp Thr Ala Thr Tyr Tyr

74



CN 115461080 A

F 5 =
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Cys Ala Arg Ile Val Gly Tyr Gly

100

Tyr Trp Gly Gln

<210>
211>
<212>
<213>
<220>
223>
<400>

115
63
107
PRT

NILF5

EILEZIN

63

Asp Tle GIn Met

1
Asp Arg

Leu Gly

Tyr Ala
50

Ser Gly

65

Glu Asp

Thr Phe

<210>
211>
<212>
<213>
<220>
223>
<400>

Val
Trp
35

Ala
Ser
Phe
Gly

64

246
PRT

Thr
20

Tyr
Ser
Gly

Ala

Cys
100

NILF5)

EILEZIN

64

85

90

105

Gly Thr Leu Val Thr Val Ser Ser

Thr

Ile

Gln

Thr

Thr

Thr

85
Gly

Gln

Thr

Gln

Leu

Glu

70

Thr

Ser
Cys
Lys
Gln
55

Phe

Tyr

Lys

Gln Val Thr Leu Lys Glu Ser

1

5

Thr Leu Thr Leu Thr Cys Thr

20

Arg Met Gly Val Ser Trp Ile

35

120

Pro Ser Ser Leu Ser
10
Arg Ala Ser Gln Gly
25
Pro Gly Lys Ala Pro
40
Ser Gly Val Pro Ser
60
Thr Leu Thr Ile Ser
75
Cys Leu Gln His Asn
90
Val Glu Ile Lys
105

Gly Pro Thr Leu Val
10
Leu Ser Gly Phe Ser
25
Arg Gln Pro Pro Gly
40

75

Ala
Ile
Lys
45

Arg

Ser

Ser

Lys

Leu

Lys
45

110

Ser

30

Arg

Phe

Leu

Pro

Asn
30
Cys

95

Ser Gly Trp Tyr Gly Phe Phe Asp

Val Gly
15
Asn Asp

Leu Ile
Ser Gly
Gln Pro

80

Pro Leu
95

Thr Glu
15
Asn Ala

Leu Glu
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Trp
Leu
65

Val
Cys
Tyr
Ser
Gln
145
Thr
Gln
Leu
Glu
Tyr

225
Thr

Leu
50

Lys
Leu
Ala
Trp
Gly
130
Ser
Cys
Lys
Gln
Phe
210

Tyr

Lys

<210>
211>
212>
213>
220>
223>
<400>
Gln Val Thr Leu Lys Glu Ser

1

Ala
Asn
Thr
Arg
Gly
115
Gly
Pro
Arg
Pro
Ser
195
Thr
Cys
Val
65

501
PRT

His
Arg
Met
Tle
100
Gln
Gly
Ser
Ala
Gly
180
Gly
Leu

Leu

Glu

NILF5)

EILEZIN

65

Tle
Leu
Thr
85

Val
Gly
Gly
Ser
Ser
165
Lys
Val
Thr

Gln

Ile
245

5

Phe
Thr
70

Asn
Gly
Thr
Ser
Leu
150
Gln
Ala
Pro
Tle
His

230
Lys

Ser
55

Tle
Val
Tyr
Leu
Gly
135
Ser
Gly
Pro
Ser
Ser

215

Asn

Thr Leu Thr Leu Thr Cys Thr

20

Arg Met Gly Val Ser Trp Ile

35

Asn
Ser
Asp
Gly
Val
120
Gly
Ala
Ile
Lys
Arg
200

Ser

Ser

Gly

Leu

40

Asp
Lys
Pro
Ser
105
Thr
Gly
Ser
Arg
Arg
185
Phe

Leu

Tyr

Pro
Ser

25
Gln

76

Glu Lys Ser
60
Asp Ser Ser
75
Val Asp Thr
90
Gly Trp Tyr

Val Ser Ser

Gly Ser Asp
140
Val Gly Asp
155
Asn Asp Leu
170
Leu Ile Tyr

Ser Gly Ser

Gln Pro Glu

220

Pro Leu Thr
235

Thr Leu Val
10
Gly Phe Ser

Pro Pro Gly

Tyr
Lys
Ala
Gly
Gly
125
Ile
Arg
Gly
Ala
Gly
205

Asp

Phe

Lys

Leu

Lys
45

Ser
Thr
Thr
Phe
110
Gly
Gln
Val
Trp
Ala
190
Ser

Phe

Gly

Pro

Asn
30
Cys

Thr
Gln
Tyr
95

Phe
Gly
Met
Thr
Tyr
175
Ser
Gly

Ala

Cys

Thr
15

Asn

Leu

Ser
Val
80

Tyr
Asp
Gly
Thr
Tle
160
Gln
Thr
Thr

Thr

Gly
240

Glu

Ala

Glu
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Trp Leu Ala

Leu
65

Val
Cys
Tyr
Ser
Gln
145
Thr
Gln
Leu
Glu
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg

Met

His

50
Lys

Leu
Ala
Trp
Gly
130
Ser
Cys
Lys
Gln
Phe
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe

Asn

Gly

Asn
Thr
Arg
Gly
115
Gly
Pro
Arg
Pro
Ser
195
Thr
Cys
Val
Ser
Ala
275
Gln
Tyr
Thr

Asn

Asn

His

Met
Tle
100
Gln
Gly
Ser
Ala
Gly
180
Gly
Leu
Leu
Glu
Gly
260
Ala
Ala
Asn
Tle
Leu

340
Phe

Tle
Leu
Thr
85

Val
Gly
Gly
Ser
Ser
165
Lys
Val
Thr
Gln
Tle
245
Gly
Ser
Pro
Asn
Ser
325

Lys

Gly

Phe
Thr
70

Asn
Gly
Thr
Ser
Leu
150
Gln
Ala
Pro
Tle
His
230
Lys
Gly
Gly
Gly
Tyr
310
Arg

Thr

Asn

Ser
55

Tle
Val
Tyr
Leu
Gly
135
Ser
Gly
Pro
Ser
Ser
215
Asn
Ser
Leu
Phe
Lys
295
Ala
Asp

Glu

Ser

Asn

Ser

Asp

Gly

Val

120

Gly

Ala

Ile

Lys

Arg

200

Ser

Ser

Gly

Val

Thr

280

Gly

Thr

Asp

Asp

Tyr

Asp
Lys
Pro
Ser
105
Thr
Gly
Ser
Arg
Arg
185
Phe
Leu
Tyr
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345

Ile

7

Glu
Asp
Val
90

Gly
Val
Gly
Val
Asn
170
Leu
Ser
Gln
Pro
Gly
250
Pro
Asn
Glu
Tyr
Lys
330

Ala

Ser

Lys
Ser
75

Asp
Trp
Ser
Ser
Gly
155
Asp
Ile
Gly
Pro
Leu
235
Gly
Gly
Lys
Trp
Ala
315
Asn

Val

Tyr

Ser
60

Ser
Thr
Tyr
Ser
Asp
140
Asp
Leu
Tyr
Ser
Glu
220
Thr
Ser
Gly
Tyr
Val
300
Asp
Thr

Tyr

Trp

Tyr

Lys

Ala

Gly

Gly

125

Ile

Arg

Gly

Ala

Gly

205

Phe

Glu

Ser

Ala

285

Ala

Ser

Ala

Tyr

Ala

Ser
Thr
Thr
Phe
110
Gly
Gln
Val
Trp
Ala
190
Ser
Phe
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys

350
Tyr

Thr
Gln
Tyr
95

Phe
Gly
Met
Thr
Tyr
175
Ser
Gly
Ala
Cys
Gln
255
Lys
Asn
Tle
Lys
Leu
335

Val

Trp

Ser
Val
80

Tyr
Asp
Gly
Thr
Ile
160
Gln
Thr
Thr
Thr
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln

Arg

Gly



CN 115461080 A

.1l

45/160 7

Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465

Tyr

Lys

Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala

Cys

Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val Thr

1
Thr

Arg
Trp
Leu
65

Val

Cys

Leu
Met
Leu
50

Lys

Leu

Ala

355
Thr

Ser

Thr

Gly

Gly

435

Gly

Leu

Val

Thr

66

989
PRT

Leu

Gly

Val

Ala

420

Gln

Thr

Thr

Leu

Val
500

NILF5

EILEZIN

66

Thr
Gly
35

Ala
Asn

Thr

Arg

Leu
Leu
20

Val
His
Arg

Met

Ile

Val
Gly
Ser
405
Val
Ala
Pro
Leu
Trp

485
Leu

Lys

Thr

Ser

Ile

Leu

Thr

85
Val

Thr
Gly
390
Pro
Thr
Pro
Ala
Ser

470
Tyr

Glu
Cys
Trp
Phe
Thr
70

Asn

Gly

Val
375
Gly
Gly
Ser
Arg
Arg
455

Gly

Ser

Ser
Thr
Tle
Ser
55

Tle

Val

Tyr

360

Ser

Ser

Gly

Gly

Gly

440

Phe

Val

Asn

Gly
Leu
Arg
40

Asn
Ser

Asp

Gly

Ser

Gln

Thr

Asn

425

Leu

Ser

Gln

Arg

Pro

Ser

25

Gln

Asp

Lys

Pro

Ser

78

Gly

Thr

Val

410

Ile

Gly

Pro

Trp
490

Thr
10
Gly

Pro

Glu

Asp

Val

90
Gly

Gly
Val
395
Thr
Pro
Gly
Ser
Glu

475
Val

Leu
Phe
Pro
Lys
Ser
75

Asp

Trp

Gly
380
Val
Leu
Asn
Gly
Leu
460

Asp

Phe

Val
Ser
Gly
Ser
60

Ser

Thr

Tyr

365
Gly

Thr

Thr

Trp

Thr

445

Leu

Glu

Gly

Lys
Leu
Lys
45

Tyr
Lys

Ala

Gly

Ser

Gln

Cys

Val

430

Lys

Gly

Ala

Gly

Pro
Asn
30

Cys
Ser
Thr

Thr

Phe

Gly

Glu

Gly

415

Gln

Phe

Gly

Glu

Gly
495

Thr
15

Asn

Leu

Thr

Gln

Tyr

95
Phe

Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr

480
Thr

Glu

Ala

Glu

Ser

Val

80
Tyr
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Tyr
Ser
Gln
145
Thr
Gln
Leu
Glu
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly

385

Ser

Trp
Gly
130
Ser
Cys
Lys
Gln
Phe
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370

Gly

Leu

Gly
115
Gly
Pro
Arg
Pro
Ser
195
Thr
Cys
Val
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr

Ser

Thr

100
Gln

Gly
Ser
Ala
Gly
180
Gly
Leu
Leu
Glu
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu

Gly

Val

Gly
Gly
Ser
Ser
165
Lys
Val
Thr
Gln
Tle
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val

Gly

Ser
405

Thr
Ser
Leu
150
Gln
Ala
Pro
Tle
His
230
Lys
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly

390

Pro

Leu
Gly
135
Ser
Gly
Pro
Ser
Ser
215
Asn
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375

Gly

Gly

Val
120
Gly
Ala
Ile
Lys
Arg
200
Ser
Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser

Ser

Gly

105
Thr

Gly
Ser
Arg
Arg
185
Phe
Leu
Tyr
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser

Gln

Thr

79

Val
Gly
Val
Asn
170
Leu
Ser
Gln
Pro
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly

Thr

Val
410

Ser
Ser
Gly
155
Asp
Ile
Gly
Pro
Leu
235
Gly
Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val

395
Thr

Ser
Asp
140
Asp
Leu
Tyr
Ser
Glu
220
Thr
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380

Val

Leu

Gly
125
Ile
Arg
Gly
Ala
Gly
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly

Thr

Thr

110
Gly

Gln
Val
Trp
Ala
190
Ser
Phe
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser

Gln

Cys

Gly
Met
Thr
Tyr
175
Ser
Gly
Ala
Cys
Gln
255
Lys
Asn
Tle
Lys
Leu
335
Val
Trp
Gly

Glu

Gly
415

Gly
Thr
Ile
160
Gln
Thr
Thr
Thr
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro

400

Ser
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Ser
Lys
Ala
Ala
465
Tyr
Lys
Pro
Pro
Thr
545
Asn
Cys
Val
Ser
Lys
625
Glu
Phe
Glu
Phe
Gly

705
Tyr

Thr
Pro
Pro
450
Ala
Cys
Leu
Cys
Pro
530
Cys
Trp
Glu
Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe
690

Asn

Thr

Gly
Gly
435
Gly
Leu
Val
Thr
Pro
515
Lys
Val
Tyr
Glu
His
595
Lys
Gln
Met
Pro
Asn
675
Leu

Val

Gln

Ala

420

Gln

Thr

Thr

Leu

Val

500

Ala

Pro

Val

Val

Gln

580

Gln

Ala

Pro

Thr

Ser

660
Tyr

Phe

Lys

Val

Ala

Pro

Leu

485

Leu

Pro

Lys

Val

Asp

565

Tyr

Asp

Leu

Arg

Lys

645

Asp

Lys

Ser

Ser

Ser

Thr
Pro
Ala
Ser
470
Tyr
Gly
Glu
Asp
Asp
550
Gly
Gly
Trp
Pro
Glu
630
Asn
Ile
Thr
Lys
Cys

710
Leu

Ser
Arg
Arg
455
Gly
Ser
Gly
Leu
Thr
535
Val
Val
Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695

Ser

Ser

Gly
Gly
440
Phe
Val
Asn
Gly
Leu
520
Leu
Ser
Glu
Thr
Asn
600
Pro
Gln
Val
Val
Pro
680
Thr

Val

Leu

Asn
425
Leu
Ser
Gln
Arg
Gly
505
Gly
Met
His
Val
Tyr
585
Gly
Tle
Val
Ser
Glu
665
Pro
Val
Met

Ser

80

Tyr

Ile

Gly

Pro

Trp

490

Asp

Gly

Ile

Glu

His

570

Arg

Lys

Glu

Tyr

Leu

650

Trp

Val

Asp

His

Pro

Pro
Gly
Ser
Glu
475
Val
Lys
Pro
Ser
Asp
555
Asn
Cys
Glu
Lys
Thr
635
Thr
Glu
Leu
Lys
Glu

715
Gly

Asn
Gly
Leu
460
Asp
Phe
Thr
Ser
Arg
540
Pro

Ala

Val

Thr
620
Leu

Cys

Ser

Ser
700
Ala

Lys

Trp
Thr
445
Leu
Glu
Gly
His
Val
525
Thr
Glu
Lys
Ser
Lys
605
Tle
Pro
Leu
Asn
Ser
685
Arg

Leu

Gly

Val
430
Lys
Gly
Ala
Gly
Thr
510
Phe
Pro
Val
Thr
Val
590
Cys
Ser
Pro
Val
Gly
670
Asp
Trp
His

Gly

Gln

Phe

Gly

Glu

Gly

495

Cys

Leu

Glu

Lys

Lys

075

Leu

Lys

Lys

Ser

Lys

655

Gln

Gly

Gln

Asn

Gly

Gln
Leu
Lys
Tyr
480
Thr
Pro
Phe
Val
Phe
560
Pro
Thr
Val
Ala
Arg
640
Gly
Pro
Ser
Gln
His

720
Gly



CN 115461080 A

.1l

%=

48/160 T

Ser
Gly
Pro
Phe
785
Val
Phe
Pro
Thr
Val
865
Ala
Arg
Gly
Pro
Ser
945

Gln

His

Gly
Gly
Pro
770
Pro
Thr
Asn
Cys
Val
850
Ser
Lys
Glu
Phe
Glu
930
Phe

Gly

Tyr

<210>
211>
<212>
<213>
<220>
223>

Gly
Gly
755
Cys
Pro
Cys
Trp
Glu
835
Leu
Asn
Gly
Glu
Tyr
915
Asn
Phe
Asn
Thr
67

5
PRT

Gly
740
Gly
Pro
Lys
Val
Tyr
820
Glu
His
Lys
Gln
Met
900
Pro
Asn
Leu

Val

Gln
980

NILF5

EILEZIN

725
Gly

Ser
Ala
Pro
Val
805
Val
Gln
Gln
Ala
Pro
885
Thr
Ser
Tyr
Tyr
Phe

965
Lys

Ser
Gly
Pro
Lys
790
Val
Asp
Tyr
Asp
Leu
870
Arg
Lys
Asp
Lys
Ser
950

Ser

Ser

Gly
Gly
Glu
775
Asp
Asp
Gly
Gly
Trp
855
Pro
Glu
Asn
Ile
Thr
935
Lys

Cys

Leu

Gly
Gly
760
Leu
Thr
Val
Val
Ser
840
Leu
Ala
Pro
Gln
Ala
920
Thr
Leu

Ser

Ser

Gly
745
Gly
Leu
Leu
Ser
Glu
825
Thr
Asn
Pro
Gln
Val
905
Val
Pro
Thr

Val

Leu
985

81

730
Gly

Ser
Gly
Met
His
810
Val
Tyr
Gly
Tle
Val
890
Ser
Glu
Pro
Val
Met

970

Ser

Ser
Asp
Gly
Ile
795
Glu
His
Arg
Lys
Glu
875
Tyr
Leu
Trp
Val
Asp
955
His

Pro

Gly
Lys
Pro
780
Ser
Asp
Asn
Cys
Glu
860
Lys
Thr
Thr
Glu
Leu
940
Lys

Glu

Gly

Gly
Thr
765
Ser
Arg
Pro
Ala
Val
845
Tyr
Thr
Leu
Cys
Ser
925
Asp
Ser

Ala

Lys

Gly
750
His
Val
Thr
Glu
Lys
830
Ser
Lys
Tle
Pro
Leu
910
Asn
Ser

Arg

Leu

735
Gly

Thr

Phe

Pro

Val

815

Thr

Val

Cys

Ser

Pro

895

Val

Gly

Asp

Trp

His
975

Ser
Cys
Leu
Glu
800
Lys
Lys
Leu
Lys
Lys
880
Ser
Lys
Gln
Gly
Gln

960

Asn
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<400> 67

Ser Tyr Tyr Trp Ser

1 5

<210> 68

211> 16

<212> PRT

213> NILFFF

220>

223> HHEK

<400> 68

Tyr Val Tyr Tyr Ser Gly Thr Thr Asn Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
<210> 69

211> 10

<212> PRT

213> NI

220>

223> HHEK

<400> 69

Ile Ala Val Thr Gly Phe Tyr Phe Asp Tyr
1 5 10
<210> 70

211> 12

<212> PRT

213> NLF

220>

223> HHEK

<400> 70

Arg Ala Ser Gln Arg Val Asn Asn Asn Tyr Leu Ala
1 5 10
210> 71

211> 7

<212> PRT

213> NLF

220>

223> HHEK

<400> 71

Gly Ala Ser Ser Arg Ala Thr

1 5

82
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<210>
211>
<212>
<213>
<220>
223>
<400>

72
9
PRT

NILF5

EILEZIN

72

Gln GIn Tyr Asp

1

<210>
211>
<212>
<213>
<220>
223>
<400>

73
118
PRT

NILF5

EILEZIN

73

Gln Val Gln Leu

1
Thr Leu

Tyr Trp

Gly Tyr
50

Ser Arg

65

Lys Leu

Ser Ile

Leu Val

<210>
211>
<212>
<213>
<220>
223>
<400>

Ser

Ser
35
Val

Val

Ser

Ala

Thr

115
74
108
PRT

Leu
20
Trp

Tyr

Thr

Ser

Val

100
Val

NILF5

EILEZIN

74

Arg Ser Pro Leu Thr

5

Gln

Thr

Ile

Tyr

Ile

Val

85

Thr

Ser

Glu

Cys

Arg

Ser

Ser

70

Thr

Gly

Ser

Ser
Thr
Gln
Gly
55

Val

Ala

Phe

Gly
Val
Pro
40

Thr
Asp

Ala

Tyr

Pro
Ser
25

Pro
Thr
Thr

Asp

Phe
105

83

Gly
10

Gly
Gly
Asn

Ser

Thr
90
Asp

Leu
Gly
Lys
Tyr
Lys
75

Ala

Tyr

Val
Ser
Cys
Asn
60

Asn

Val

Trp

Lys
Tle
Leu
45

Pro
Gln

Tyr

Gly

Pro

Ser

30

Glu

Ser

Phe

Tyr

Gln
110

Ser
15

Ser
Trp
Leu
Ser
Cys

95
Gly

Glu

Tyr

Ile

Lys

Leu

80

Ala

Thr
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Glu Ile
1
Glu Arg

Tyr Leu

Ile Tyr
50

Gly Ser

65

Pro Glu

Leu Thr

<210>
211>
<212>
<213>
<220>
223>
<400>

Val
Val
Ala
35

Gly
Gly
Asp
Phe

75

241
PRT

Leu
Thr
20

Trp
Ala
Ser

Phe

Gly
100

NILF5)

EILEZIN

75

Gln Val Gln Leu

1
Thr Leu

Tyr Trp
Gly Tyr

50
Ser Arg

65
Lys Leu

Ser Ile

Leu Val

Gly Gly
130

Ser
Ser
35

Val
Val
Ser
Ala
Thr

115
Gly

Leu
20

Trp
Tyr
Thr
Ser
Val
100

Val

Gly

Thr

Leu

Tyr

Ser

Gly

Ala

85
Cys

Gln

Thr

Ile

Tyr

Ile

Val

85

Thr

Ser

Ser

Gln
Ser
Gln
Ser
Thr
70

Val

Gly

Glu

Cys

Arg

Ser

Ser

70

Thr

Gly

Ser

Glu

Ser

Cys

Gln

Ser

Thr

Gln

Gly

95

Val

Ala

Phe

Gly

Ile
135

Pro
Arg
Arg
40

Ala
Phe

Tyr

Lys

Gly
Val
Pro
40

Thr
Asp
Ala
Tyr
Gly

120
Val

Gly
Ala
25

Pro
Thr
Thr

Cys

Leu
105

Pro
Ser
25

Pro
Thr
Thr
Asp
Phe
105

Gly

Leu

84

Thr Leu
10
Ser Gln

Gly Gln

Gly Ile

Leu Thr
75

Gln Gln

90

Glu Ile

Gly Leu
10
Gly Gly

Gly Lys

Asn Tyr

Ser Lys
75

Thr Ala

90

Asp Tyr

Gly Ser

Thr Gln

Ser
Arg
Ala
Pro
60

Tle

Tyr

Lys

Val

Ser

Cys

Asn

60

Asn

Val

Trp

Gly

Ser
140

Leu
Val
Pro
45

Asp

Ser

Asp

Lys

Ile

Leu
45

Pro

Gln

Tyr

Gly

Gly

125

Pro

Ser
Asn
30

Arg
Arg

Arg

Arg

Pro
Ser
30

Glu
Ser
Phe
Tyr
Gln
110

Gly

Gly

Pro
15

Asn
Leu
Phe

Leu

Ser
95

Ser
15

Ser
Trp
Leu
Ser
Cys
95

Gly

Gly

Thr

Gly

Asn

Leu

Ser

Glu

80

Pro

Glu

Tyr

Ile

Lys

Leu

80

Ala

Thr

Ser

Leu
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Ser Leu Ser Pro Gly Glu Arg Val Thr Leu Ser Cys Arg Ala Ser Gln
145 150 155 160
Arg Val Asn Asn Asn Tyr Leu Ala Trp Tyr Gln Gln Arg Pro Gly Gln
165 170 175
Ala Pro Arg Leu Leu Ile Tyr Gly Ala Ser Ser Arg Ala Thr Gly Ile
180 185 190
Pro Asp Arg Phe Ser Gly Ser Gly Ser Gly Thr Asp Phe Thr Leu Thr
195 200 205
Ile Ser Arg Leu Glu Pro Glu Asp Phe Ala Val Tyr Tyr Cys Gln Gln
210 215 220
Tyr Asp Arg Ser Pro Leu Thr Phe Gly Cys Gly Thr Lys Leu Glu Ile
225 230 235 240
Lys
<210> 76
211> 496
<212> PRT
213> NLF¥
220>
223> HHEK
<400> 76
Gln Val Gln Leu Gln Glu Ser Gly Pro Gly Leu Val Lys Pro Ser Glu
1 5 10 15
Thr Leu Ser Leu Thr Cys Thr Val Ser Gly Gly Ser Ile Ser Ser Tyr
20 25 30
Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Cys Leu Glu Trp Ile
35 40 45
Gly Tyr Val Tyr Tyr Ser Gly Thr Thr Asn Tyr Asn Pro Ser Leu Lys
50 55 60
Ser Arg Val Thr Ile Ser Val Asp Thr Ser Lys Asn Gln Phe Ser Leu
65 70 75 80
Lys Leu Ser Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Tyr Cys Ala
85 90 95
Ser Ile Ala Val Thr Gly Phe Tyr Phe Asp Tyr Trp Gly Gln Gly Thr
100 105 110
Leu Val Thr Val Ser Ser Gly Gly Gly Gly Ser Gly Gly Gly Gly Ser
115 120 125
Gly Gly Gly Gly Ser Glu Ile Val Leu Thr Gln Ser Pro Gly Thr Leu
130 135 140
Ser Leu Ser Pro Gly Glu Arg Val Thr Leu Ser Cys Arg Ala Ser Gln

85
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145

Arg Val Asn

Ala
Pro
Ile
Tyr
225
Lys
Gly
Gly
Gly
Tyr
305
Arg
Thr
Asn
Thr
Gly
385
Pro
Thr

Pro

Ala

Pro
Asp
Ser
210
Asp
Ser
Leu
Phe
Lys
290
Ala
Asp
Glu
Ser
Val
370
Gly
Gly
Ser

Arg

Arg
450

Arg
Arg
195
Arg
Arg
Gly
Val
Thr
275
Gly
Thr
Asp
Asp
Tyr
355
Ser
Ser
Gly
Gly
Gly

435
Phe

Asn
Leu
180
Phe
Leu
Ser
Gly
Gln
260
Phe
Leu
Tyr
Ser
Thr
340
Tle
Ser
Gln
Thr
Asn
420

Leu

Ser

Asn
165
Leu
Ser
Glu
Pro
Gly
245
Pro

Asn

Glu

Lys
325
Ala
Ser
Gly
Thr
Val
405
Tyr

Ile

Gly

150
Tyr

Ile
Gly
Pro
Leu
230
Gly
Gly
Lys
Trp
Ala
310
Asn
Val
Tyr
Gly
Val
390
Thr
Pro

Gly

Ser

Leu
Tyr
Ser
Glu
215
Thr
Ser
Gly
Tyr
Val
295
Asp
Thr
Tyr
Trp
Gly
375
Val
Leu
Asn

Gly

Leu
455

Ala
Gly
Gly
200
Asp
Phe
Glu
Ser
Ala
280
Ala
Ser
Ala
Tyr
Ala
360
Gly
Thr
Thr
Trp
Thr

440
Leu

Trp
Ala
185
Ser
Phe
Gly
Val
Leu
265
Met
Arg
Val
Tyr
Cys
345
Tyr
Ser
Gln
Cys
Val
425

Lys

Gly

86

Tyr
170
Ser
Gly
Ala
Cys
Gln
250
Lys
Asn
Ile
Lys
Leu
330
Val
Trp
Gly
Glu
Gly
410
Gln

Phe

Gly

155
Gln

Ser
Thr
Val
Gly
235
Leu
Leu
Trp
Arg
Asp
315
Gln
Arg
Gly
Gly
Pro
395
Ser
Gln

Leu

Lys

Gln
Arg
Asp
Tyr
220
Thr
Val
Ser
Val
Ser
300
Arg
Met
His
Gln
Gly
380
Ser
Ser
Lys

Ala

Ala
460

Arg
Ala
Phe
205
Tyr
Lys
Glu
Cys
Arg
285
Lys
Phe
Asn
Gly
Gly
365
Gly
Leu
Thr
Pro
Pro

445
Ala

Pro
Thr
190
Thr
Cys
Leu
Ser
Ala
270
Gln
Tyr
Thr
Asn
Asn
350
Thr
Ser
Thr
Gly
Gly
430

Gly

Leu

Gly
175
Gly
Leu
Gln
Glu
Gly
255
Ala
Ala
Asn
Tle
Leu
335
Phe
Leu
Gly
Val
Ala
415
Gln

Thr

Thr

160
Gln

Tle
Thr
Gln
Tle
240
Gly
Ser
Pro
Asn
Ser
320
Lys
Gly
Val
Gly
Ser
400
Val
Ala

Pro

Leu
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Ser Gly Val Gln Pro Glu Asp Glu Ala Glu Tyr Tyr Cys Val Leu Trp

465

470

475

480

Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly Thr Lys Leu Thr Val Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val
1

Thr Leu

Tyr Trp

Gly Tyr
50

Ser Arg

65

Lys Leu

Ser Ile

Leu Val

Gly Gly
130

Ser Leu

145

Arg Val

Ala Pro

Pro Asp

Ile Ser
210

7
982
PRT

NILF5)

EILEZIN

77
Gln

Ser
Ser
35

Val
Val
Ser
Ala
Thr
115
Gly
Ser
Asn
Arg
Arg

195
Arg

Leu
Leu
20

Trp
Tyr
Thr
Ser
Val
100
Val
Gly
Pro
Asn
Leu
180

Phe

Leu

485

Gln

Thr

Ile

Tyr

Ile

Val

85

Thr

Ser

Ser

Gly

Asn

165

Leu

Ser

Glu

Glu

Cys

Arg

Ser

Ser

70

Thr

Gly

Ser

Glu

Glu

150

Ile

Gly

Pro

Ser

Thr

Gln

Gly

95

Val

Ala

Phe

Gly

Ile

135

Leu

Tyr

Ser

Glu
215

Gly
Val
Pro
40

Thr
Asp
Ala
Tyr
Gly
120
Val
Val
Ala
Gly
Gly

200
Asp

Pro
Ser
25

Pro
Thr
Thr
Asp
Phe
105
Gly
Leu
Thr
Trp
Ala
185

Ser

Phe

87

490

Gly
10

Gly
Gly
Asn
Ser
Thr
90

Asp
Gly
Thr
Leu
Tyr
170
Ser

Gly

Ala

Leu

Gly

Lys

Tyr

Lys

75

Ala

Tyr

Ser

Gln

Ser

155

Gln

Ser

Thr

Val

Val

Ser

Cys

Asn

60

Asn

Val

Trp

Gly

Ser

140

Cys

Gln

Arg

Asp

Tyr
220

Lys
Tle
Leu
45

Pro
Gln
Tyr
Gly
Gly
125
Pro
Arg
Arg
Ala
Phe

205
Tyr

Pro
Ser
30

Glu
Ser
Phe
Tyr
Gln
110
Gly
Gly
Ala
Pro
Thr
190

Thr

Cys

495

Ser
15

Ser
Trp
Leu
Ser
Cys
95

Gly
Gly
Thr
Ser
Gly
175
Gly

Leu

Gln

Glu

Tyr

Ile

Lys

Leu

80

Ala

Thr

Ser

Leu

Gln

160

Gln

Ile

Thr

Gln
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Tyr
225
Lys
Gly
Gly
Gly
Tyr
305
Arg
Thr
Asn
Thr
Gly
385
Pro
Thr
Pro
Ala
Ser
465
Tyr
Gly

Glu

Asp

Asp

Ser

Leu

Phe

Lys

290

Ala

Asp

Glu

Ser

Val

370

Gly

Gly

Ser

Arg

Arg

450

Gly

Ser

Gly

Leu

Thr

Arg
Gly
Val
Thr
275
Gly

Thr

Asp

Tyr
355
Ser
Ser
Gly
Gly
Gly
435
Phe
Val
Asn
Gly
Leu

515
Leu

Ser
Gly
Gln
260
Phe
Leu
Tyr
Ser
Thr
340
Tle
Ser
Gln
Thr
Asn
420
Leu
Ser
Gln
Arg
Gly
500

Gly

Met

Pro
Gly
245
Pro
Asn
Glu
Tyr
Lys
325
Ala
Ser
Gly
Thr
Val
405
Tyr
Ile
Gly
Pro
Trp
485
Asp

Gly

Ile

Leu
230
Gly
Gly

Lys

Ala
310
Asn
Val
Tyr
Gly
Val
390
Thr
Pro
Gly
Ser
Glu
470
Val
Lys

Pro

Ser

Thr

Ser

Gly

Tyr

Val

295

Asp

Thr

Tyr

Trp

Gly

375

Val

Leu

Asn

Gly

Leu

455

Asp

Phe

Thr

Ser

Arg

Phe
Glu
Ser
Ala
280
Ala
Ser
Ala
Tyr
Ala
360
Gly
Thr
Thr
Trp
Thr
440
Leu
Glu
Gly
His
Val

520
Thr

Gly
Val
Leu
265
Met
Arg
Val
Tyr
Cys
345
Tyr
Ser
Gln
Cys
Val
425
Lys
Gly
Ala
Gly
Thr
505
Phe

Pro

88

Cys
Gln
250
Lys
Asn
Ile
Lys
Leu
330
Val
Trp
Gly
Glu
Gly
410
Gln
Phe
Gly
Glu
Gly
490
Cys

Leu

Glu

Gly
235
Leu
Leu
Trp
Arg
Asp
315
Gln
Arg
Gly
Gly
Pro
395
Ser
Gln
Leu
Lys
Tyr
475
Thr
Pro

Phe

Val

Thr

Val

Ser

Val

Ser

300

Arg

Met

His

Gln

Gly

380

Ser

Ser

Lys

Ala

Ala

460

Tyr

Lys

Pro

Pro

Thr

Lys
Glu
Cys
Arg
285
Lys
Phe
Asn
Gly
Gly
365
Gly
Leu
Thr
Pro
Pro
445
Ala
Cys
Leu
Cys
Pro

525
Cys

Leu
Ser
Ala
270
Gln
Tyr
Thr
Asn
Asn
350
Thr
Ser
Thr
Gly
Gly
430
Gly
Leu
Val
Thr
Pro
510

Lys

Val

Glu
Gly
255
Ala
Ala
Asn
Tle
Leu
335
Phe
Leu
Gly
Val
Ala
415
Gln
Thr
Thr
Leu
Val
495
Ala

Pro

Val

Tle
240
Gly
Ser
Pro
Asn
Ser
320
Lys
Gly
Val
Gly
Ser
400
Val
Ala
Pro
Leu
Trp
480
Leu
Pro

Lys

Val
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Asp
545
Gly
Gly
Trp
Pro
Glu
625
Asn
Ile
Thr
Lys
Cys
705
Leu
Gly
Gly
Leu
Thr
785
Val

Val

Ser

530
Val

Val
Ser
Leu
Ala
610
Pro
Gln
Ala
Thr
Leu
690
Ser
Ser
Gly
Gly
Leu
770
Leu
Ser

Glu

Thr

Ser
Glu
Thr
Asn
595
Pro
Gln
Val
Val
Pro
675
Thr
Val
Leu
Gly
Ser
755
Gly
Met
His
Val

Tyr
835

His
Val
Tyr
580
Gly
Tle
Val
Ser
Glu
660
Pro
Val
Met
Ser
Ser
740
Asp
Gly
Tle
Glu
His

820
Arg

Glu
His
565
Arg
Lys
Glu
Tyr
Leu
645
Trp
Val
Asp
His
Pro
725
Gly
Lys
Pro
Ser
Asp
805

Asn

Cys

Asp
550
Asn
Cys
Glu
Lys
Thr
630
Thr
Glu
Leu
Lys
Glu
710
Gly
Gly
Thr
Ser
Arg
790
Pro

Ala

Val

535

Pro
Ala
Val
Tyr
Thr
615
Leu
Cys
Ser
Asp
Ser
695
Ala
Gly
Gly
His
Val
775
Thr
Glu

Lys

Ser

Glu
Lys
Ser
Lys
600
Tle
Pro
Leu
Asn
Ser
680
Arg
Leu
Gly
Gly
Thr
760
Phe
Pro
Val

Thr

Val
840

Val
Thr
Val
585
Cys
Ser
Pro
Val
Gly
665
Asp
Trp
His
Gly
Ser
745
Cys
Leu
Glu
Lys
Lys

825
Leu

89

Lys
Lys
570
Leu
Lys
Lys
Ser
Lys
650
Gln
Gly
Gln
Asn
Ser
730
Gly
Pro
Phe
Val
Phe
810

Pro

Thr

Phe
55h
Pro
Thr
Val
Ala
Arg
635
Gly
Pro
Ser
Gln
His
715
Gly
Gly
Pro
Pro
Thr
795
Asn

Cys

Val

540

Asn
Cys
Val
Ser
Lys
620
Glu
Phe
Glu
Phe
Gly
700
Tyr
Gly
Gly
Cys
Pro
780
Cys
Trp

Glu

Leu

Trp
Glu
Leu
Asn
605
Gly
Glu
Tyr
Asn
Phe
685
Asn
Thr
Gly
Gly
Pro
765
Lys
Val
Tyr

Glu

His
845

Tyr
Glu
His
590
Lys
Gln
Met
Pro
Asn
670
Leu
Val
Gln
Gly
Ser
750
Ala
Pro
Val
Val
Gln

830
Gln

Val
Gln
57h
Gln
Ala
Pro
Thr
Ser
655
Tyr
Tyr
Phe
Lys
Ser
735
Gly
Pro
Lys
Val
Asp
815

Tyr

Asp

Asp
560
Tyr
Asp
Leu
Arg
Lys
640
Asp
Lys
Ser
Ser
Ser
720
Gly
Gly
Glu
Asp
Asp
800
Gly

Gly

Trp
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Leu Asn Gly

Ala

865

Pro

Gln

Ala

Thr

Leu

945

Ser

Ser

850

Pro

Gln

Val

Val

Pro

930

Thr

Val

Leu

<210>
211>
212>
213>
<220>
223>
<400>
Ser Tyr Gly Met

1

210>
211>
212>
213>
220>
223>
<400>
Val Ile Ser Tyr Glu Gly Ser Asn Lys Tyr Tyr Ala Glu Ser Val Lys

1
Gly

Ile

Val

Ser

Glu

915

Pro

Val

Met

Ser

78

5
PRT

Lys

Glu

Tyr

Leu

900

Trp

Val

Asp

His

Pro
980

NILF5)

EILEZIN

78

79
17
PRT

NILF5

EILEZIN

79

<210> 80
211>

13

Glu
Lys
Thr
885
Thr
Glu
Leu
Lys
Glu

965
Gly

His

5

Tyr
Thr
870
Leu
Cys
Ser
Asp
Ser
950

Ala

Lys

Lys
855
Tle
Pro
Leu
Asn
Ser
935

Arg

Leu

Cys

Ser

Pro

Val

Gly

920

Asp

Trp

His

Lys Val Ser

Lys Ala Lys
875
Ser Arg Glu
890
Lys Gly Phe
905
Gln Pro Glu

Gly Ser Phe
Gln Gln Gly
955

Asn His Tyr
970

10

90

Asn
860
Gly

Glu
Tyr
Asn
Phe
940

Asn

Thr

Lys

Gln

Met

Pro

Asn

925

Leu

Val

Gln

Ala

Pro

Thr

Ser

910

Tyr

Tyr

Phe

Lys

Leu

Arg

Lys

895

Asp

Lys

Ser

Ser

Ser
975

15

Pro

Glu
880

Asn

Ile

Thr

Lys

Cys

960
Leu
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<212> PRT

213> NI

220>

223> HHEK

<400> 80

Asp Arg Gly Thr Ile Phe Gly Asn Tyr Gly Leu Glu Val
1 5 10
<210> 81

211> 16

<212> PRT

213> NLF

220>

223> HHEK

<400> 81

Arg Ser Ser Gln Ser Leu Leu His Lys Asn Ala Phe Asn Tyr Leu Asp
1 5 10 15
<210> 82

211> 7

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 82

Leu Gly Ser Asn Arg Ala Ser

1 5

<210> 83

211> 9

<212> PRT

213> NLF

220>

223> HHEK

<400> 83

Met Gln Ala Leu Gln Thr Pro Phe Thr

1 5

<210> 84

211> 122

<212> PRT

213> NLFH

220>

91
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223> HHWEIK

<400>

84

Gln Val Gln Leu Val

1

Ser Leu

Gly Met

Ala Val
50

Lys Gly

65

Leu Gln

Ala Arg

Gly Gln

<210>
211>
<212>
<213>
<220>
223>
<400>

Arg

His
35
Tle

Arg

Met

Asp

Gly

115
85
112
PRT

Leu

20

Trp

Ser

Phe

Asn

100
Thr

NILF5)

EILEZIN

85

Asp Tle Val Met

1
Glu Pro

Asn Ala

Pro Gln
50

Asp Arg

65

Ser Arg

Leu Gln

Ala

Phe

35

Leu

Phe

Val

Thr

Ser

20

Asn

Leu

Ser

Glu

Pro
100

5

Ser
Val
Tyr
Thr
Ser
85

Gly

Thr

Thr
5
Tle

Tyr

Ile

Gly

Ala

85
Phe

Glu

Cys

Arg

Glu

Ile

70

Leu

Thr

Val

Gln
Ser
Leu
Tyr
Ser
70

Glu

Thr

Ser

Ala

Gln

Gly

95

Ser

Arg

Ile

Thr

Ser

Cys

Leu
55
Gly

Phe

Gly
Ala
Ala

40

Ser

Asp

Phe

Val
120

Pro

Arg

40

Gly

Ser

Val

Gly

Gly
Ser
25

Pro
Asn
Asp
Glu
Gly

105

Ser

Leu
Ser
25

Tyr
Ser
Gly

Gly

Cys
105

92

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Asn

Ser

Ser
10

Ser

Leu

Asn

Thr

Val

90
Gly

Val
Phe
Lys
Tyr
Ser
75

Thr

Tyr

Leu

Gln

Gln

Asp
75
Tyr

Thr

Val
Thr
Cys
Tyr
60

Lys

Ala

Gly

Pro
Ser
Lys
Ala
60

Phe

Tyr

Lys

Gln
Phe
Leu
45

Ala
Asn

Val

Leu

Val

Leu

Pro

45

Ser

Thr

Cys

Val

Pro
Ser
30

Glu
Glu
Thr

Tyr

Glu
110

Tle
Leu
30

Gly
Gly
Leu

Met

Asp
110

Gly
15

Ser
Trp
Ser
Leu
Tyr

95
Val

Ser
15
His

Gln

Val

Lys

Gln

95
Ile

Arg

Tyr

Val

Val

80

Cys

Trp

Gly
Lys
Ser
Pro
Ile
80

Ala

Lys



CN 115461080 A

FF

.1l

%=

60/160 71

<210>
211>
212>
213>
220>
223>
<400>
Asp Tle Val Met

1
Glu

Asn
Pro
Asp
65

Ser
Leu
Gly
Val
Leu
145
Met
Val
Gly
Gln
Arg

225
Gln

Pro

Ala

Gln

50

Arg

Arg

Gln

Gly

Gln

130

His

Ile

Arg

Met

210

Asp

Gly

86
503
PRT

NILF5

EILEZIN

86

Ala
Phe
35

Leu
Phe
Val
Thr
Gly
115
Leu
Leu
Trp
Ser
Phe
195
Asn

Arg

Thr

Ser
20

Asn
Leu
Ser
Glu
Pro
100
Gly
Val
Ser
Val
Tyr
180
Thr
Ser

Gly

Thr

Thr

Ile

Tyr

Ile

Gly

Ala

85

Phe

Ser

Glu

Cys

Arg

165

Glu

Ile

Leu

Thr

Val
245

Gln
Ser
Leu
Tyr
Ser
70

Glu
Thr
Gly
Ser
Ala
150
Gln
Gly
Ser
Arg
Ile

230
Thr

Ser

Cys

Leu
55
Gly

Phe
Gly
Gly
135
Ala

Ala

Ser

Asp
215
Phe

Val

Pro
Arg
Trp
40

Gly
Ser
Val
Gly
Gly
120
Gly
Ser
Pro
Asn
Asp
200
Glu

Gly

Ser

Leu
Ser
25

Tyr
Ser
Gly
Gly
Cys
105
Gly
Gly
Gly
Gly
Lys
185
Asn
Asp

Asn

Ser

93

Ser
10

Ser
Leu
Asn
Thr
Val
90

Gly
Ser
Val
Phe
Lys
170
Tyr
Ser
Thr

Tyr

Gly
250

Leu
Gln
Gln
Arg
Asp
75

Tyr
Thr
Gly
Val
Thr
155
Cys
Tyr
Lys
Ala
Gly

235
Gly

Pro
Ser
Lys
Ala
60

Phe
Tyr
Lys
Gly
Gln
140
Phe
Leu
Ala
Asn
Val
220

Leu

Gly

Val
Leu
Pro
45

Ser
Thr
Cys
Val
Gly
125
Pro
Ser
Glu
Glu
Thr
205
Tyr

Glu

Gly

Tle
Leu
30

Gly
Gly
Leu
Met
Asp
110
Gly
Gly
Ser
Trp
Ser
190
Leu
Tyr

Val

Ser

Ser
15

His
Gln
Val
Lys
Gln
95

Tle
Ser
Arg
Tyr
Val

175
Val

Cys

Trp

Glu
255

Gly
Lys
Ser
Pro
Ile
80

Ala
Lys
Gln
Ser
Gly
160
Ala
Lys
Leu
Ala
Gly

240
Val
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Gln Leu Val

Lys
Asn
Tle
305
Lys
Leu
Val
Trp
Gly
385
Glu
Gly
Gln
Phe
Gly
465

Glu

Gly

Leu
Trp
290
Arg
Asp
Gln
Arg
Gly
370
Gly
Pro
Ser
Gln
Leu
450
Lys

Tyr

Thr

<210>
211>
<212>
<213>
<220>
223>
<400>

Ser
275
Val
Ser
Arg
Met
His
355
Gln
Gly
Ser
Ser
Lys
435
Ala
Ala
Tyr
Lys
87

991
PRT

Glu
260
Cys
Arg
Lys
Phe
Asn
340
Gly
Gly
Gly
Leu
Thr
420
Pro
Pro
Ala

Cys

Leu
500

NILF5

EILEZIN

87

Ser
Ala
Gln
Tyr
Thr
325
Asn
Asn
Thr
Ser
Thr
405
Gly
Gly
Gly
Leu
Val

485
Thr

Gly
Ala
Ala
Asn
310
Tle
Leu
Phe
Leu
Gly
390
Val
Ala
Gln
Thr
Thr
470

Leu

Val

Gly
Ser
Pro
295
Asn
Ser
Lys
Gly
Val
375
Gly
Ser
Val
Ala
Pro
455
Leu

Trp

Leu

Gly
Gly
280
Gly
Tyr
Arg
Thr
Asn
360
Thr
Gly
Pro
Thr
Pro
440
Ala

Ser

Tyr

Leu
265
Phe
Lys
Ala
Asp
Glu
345
Ser
Val
Gly
Gly
Ser
425
Arg
Arg

Gly

Ser

94

Val

Thr

Gly

Thr

330

Asp

Tyr

Ser

Ser

Gly

410

Gly

Gly

Phe

Val

Asn
490

Gln
Phe
Leu
Tyr
315
Ser
Thr
Tle
Ser
Gln
395
Thr
Asn
Leu
Ser
Gln

475
Arg

Pro
Asn
Glu
300
Tyr
Lys
Ala
Ser
Gly
380
Thr
Val
Tyr
Tle
Gly
460

Pro

Trp

Gly
Lys
285
Trp
Ala
Asn
Val
Tyr
365
Gly
Val
Thr
Pro
Gly
445
Ser

Glu

Val

Gly
270
Tyr
Val
Asp
Thr
Tyr
350
Trp
Gly
Val
Leu
Asn
430
Gly
Leu

Asp

Phe

Ser

Ala

Ala

Ser

Ala

335

Tyr

Ala

Gly

Thr

Thr

415

Trp

Thr

Leu

Glu

Gly
495

Leu
Met
Arg
Val
320
Tyr
Cys
Tyr
Ser
Gln
400
Cys
Val
Lys
Gly
Ala

480
Gly
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Asp
1
Glu
Asn
Pro
Asp
65
Ser
Leu
Gly
Val
Leu
145
Met
Val
Gly
Gln
Arg
225
Gln
Gln
Lys

Asn

Ile

Ile
Pro
Ala
Gln
50

Arg
Arg
Gln
Gly
Gln
130
Arg
His
Ile
Arg
Met
210
Asp
Gly
Leu
Leu
Trp

290
Arg

Val
Ala
Phe
35

Leu
Phe
Val
Thr
Gly
115
Leu
Leu
Trp
Ser
Phe
195
Asn
Arg
Thr
Val
Ser
275

Val

Ser

Met
Ser
20

Asn
Leu
Ser
Glu
Pro
100
Gly
Val
Ser
Val
Tyr
180
Thr
Ser
Gly
Thr
Glu
260
Cys

Arg

Lys

Thr

Ile

Tyr

Ile

Gly

Ala

85

Phe

Ser

Glu

Cys

Arg

165

Glu

Ile

Leu

Thr

Val

245

Ser

Ala

Gln

Tyr

Gln
Ser
Leu
Tyr
Ser
70

Glu
Thr
Gly
Ser
Ala
150
Gln

Gly

Ser

Tle
230
Thr
Gly
Ala

Ala

Asn

Ser

Cys

Asp

Leu

95

Gly

Asp

Phe

Gly

Gly

135

Ala

Ala

Ser

Arg

215

Phe

Val

Gly

Ser

Pro

295

Asn

Pro
Arg
Trp
40

Gly
Ser
Val
Gly
Gly
120
Gly
Ser
Pro
Asn
Asp
200
Glu
Gly
Ser
Gly
Gly
280

Gly

Tyr

Leu Ser Leu

Ser
25

Tyr
Ser
Gly
Gly
Cys
105
Gly
Gly
Gly
Gly
Lys

185

Asn

Asn
Ser
Leu
265
Phe
Lys

Ala

95

10

Ser
Leu
Asn
Thr
Val
90

Gly
Ser
Val
Phe
Lys
170
Tyr
Ser
Thr
Tyr
Gly
250
Val
Thr

Gly

Thr

Gln
Gln
Arg
Asp
75

Tyr
Thr
Gly
Val
Thr
155
Cys
Tyr
Lys
Ala
Gly
235
Gly
Gln
Phe

Leu

Tyr

Pro
Ser
Lys
Ala
60

Phe
Tyr
Lys
Gly
Gln
140
Phe
Leu
Ala
Asn
Val
220
Leu
Gly
Pro
Asn
Glu

300
Tyr

Val
Leu
Pro
45

Ser
Thr
Cys
Val
Gly
125
Pro
Ser
Glu
Glu
Thr
205
Tyr
Glu
Gly
Gly
Lys
285

Trp

Ala

Ile
Leu
30

Gly
Gly
Leu
Met
Asp
110
Gly

Gly

Ser

Ser
190
Leu
Tyr
Val

Ser

Gly
270
Tyr

Val

Asp

Ser
15

His
Gln
Val
Lys
Gln
95

Tle
Ser
Arg
Tyr
Val
175
Val
Tyr
Cys
Trp
Glu
255
Ser
Ala

Ala

Ser

Gly

Lys

Ser

Pro

Ile

80

Ala

Lys

Gln

Ser

Gly

160

Ala

Lys

Leu

Ala

Gly

240

Val

Leu

Met

Arg

Val
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305

Lys Asp Arg

Leu
Val
Trp
Gly
385
Glu
Gly
Gln
Phe
Gly
465
Glu
Gly
Cys
Leu
Glu
545
Lys
Lys

Leu

Lys

Gln
Arg
Gly
370
Gly
Pro
Ser
Gln
Leu
450
Lys
Tyr
Thr
Pro
Phe
530
Val
Phe
Pro

Thr

Val
610

Met
His
355
Gln
Gly
Ser
Ser
Lys
435
Ala
Ala
Tyr
Lys
Pro
515
Pro
Thr
Asn
Cys
Val

595

Ser

Phe
Asn
340
Gly
Gly
Gly
Leu
Thr
420
Pro
Pro
Ala
Cys
Leu
500
Cys
Pro
Cys
Trp
Glu
580

Leu

Asn

Thr
325
Asn
Asn
Thr
Ser
Thr
405
Gly
Gly
Gly
Leu
Val
485
Thr
Pro
Lys
Val
Tyr
565
Glu
His

Lys

310
Ile

Leu
Phe
Leu
Gly
390
Val
Ala
Gln
Thr
Thr
470
Leu
Val
Ala
Pro
Val
550
Val
Gln

Gln

Ala

Ser
Lys
Gly
Val
375
Gly
Ser
Val
Ala
Pro
455
Leu
Trp
Leu
Pro
Lys
535
Val
Asp
Tyr

Asp

Leu
615

Arg
Thr
Asn
360
Thr
Gly
Pro
Thr
Pro
440
Ala
Ser
Tyr
Gly
Glu
520
Asp
Asp
Gly
Gly
Trp

600

Pro

Asp
Glu
345
Ser
Val
Gly
Gly
Ser
425
Arg
Arg
Gly
Ser
Gly
505
Leu
Thr
Val
Val
Ser
585

Leu

Ala

96

Asp
330
Asp
Tyr
Ser
Ser
Gly
410
Gly
Gly
Phe
Val
Asn
490
Gly
Leu
Leu
Ser
Glu
570
Thr

Asn

Pro

315

Ser
Thr
Tle
Ser
Gln
395
Thr
Asn
Leu
Ser
Gln
475
Arg
Gly
Gly
Met
His
555
Val
Tyr

Gly

Ile

Lys
Ala
Ser
Gly
380
Thr
Val
Tyr
Ile
Gly
460
Pro
Trp
Asp
Gly
Ile
540
Glu
His
Arg

Lys

Glu
620

Asn
Val
Tyr
365
Gly
Val
Thr
Pro
Gly
445
Ser
Glu
Val
Lys
Pro

525

Ser

Asn

Cys

Glu
605
Lys

Thr
Tyr
350
Trp
Gly
Val
Leu
Asn
430
Gly
Leu
Asp
Phe
Thr
510
Ser
Arg
Pro
Ala
Val
590

Tyr

Thr

Ala
335
Tyr
Ala
Gly
Thr
Thr
415
Trp
Thr
Leu
Glu
Gly
495
His
Val
Thr
Glu
Lys
575
Ser

Lys

Ile

320
Tyr

Cys
Tyr
Ser
Gln
400
Cys
Val
Lys
Gly
Ala
480
Gly
Thr
Phe
Pro
Val
560
Thr
Val

Cys

Ser
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Lys
625
Ser
Lys
Gln
Gly
Gln
705
Asn
Gly
Gly
Thr
Phe
785
Pro
Val
Thr
Val
Cys
865
Ser
Pro

Val

Gly

Ala

Arg

Gly

Pro

Ser

690

Gln

His

Gly

Ser

Cys

770

Leu

Glu

Lys

Lys

Leu

850

Lys

Lys

Ser

Lys

Gln

Lys
Glu
Phe
Glu
675
Phe
Gly
Tyr
Ser
Gly
755
Pro
Phe
Val
Phe
Pro
835
Thr
Val
Ala
Arg
Gly

915

Pro

Gly
Glu
Tyr
660
Asn
Phe
Asn
Thr
Gly
740
Gly
Pro
Pro
Thr
Asn
820
Cys
Val
Ser
Lys
Glu
900

Phe

Glu

Gln
Met
645
Pro
Asn
Leu
Val
Gln
725
Gly
Gly
Cys
Pro
Cys
805
Trp
Glu
Leu
Asn
Gly
885
Glu

Tyr

Asn

Pro
630
Thr
Ser
Tyr
Tyr
Phe
710
Lys
Gly
Gly
Pro
Lys
790
Val
Tyr
Glu
His
Lys
870
Gln
Met

Pro

Asn

Arg

Lys

Asp

Lys

Ser

695

Ser

Ser

Gly

Ser

Ala

775

Pro

Val

Val

Gln

Gln

855

Ala

Pro

Thr

Ser

Tyr

Glu
Asn
Ile
Thr
680
Lys
Cys
Leu
Ser
Gly
760
Pro
Lys
Val
Asp
Tyr
840
Asp
Leu
Arg
Lys
Asp

920
Lys

Pro Gln Val

Gln
Ala
665
Thr
Leu
Ser
Ser
Gly
745
Gly
Glu
Asp
Asp
Gly
825
Gly
Trp
Pro
Glu
Asn
905
Ile

Thr

97

Val
650
Val
Pro
Thr
Val
Leu
730
Gly
Gly
Leu
Thr
Val
810
Val
Ser
Leu
Ala
Pro
890
Gln

Ala

Thr

635

Ser
Glu
Pro
Val
Met
715
Ser
Gly
Gly
Leu
Leu
795
Ser
Glu
Thr
Asn
Pro
875
Gln
Val

Val

Pro

Tyr

Leu

Trp

Val

Asp

700

His

Pro

Gly

Ser

Gly

780

Met

His

Val

Tyr

Gly

860

Ile

Val

Ser

Glu

Pro

Thr
Thr
Glu
Leu
685
Lys
Glu
Gly
Ser
Asp
765
Gly
Ile
Glu
His
Arg
845
Lys
Glu
Tyr
Leu
Trp

925
Val

Leu
Cys
Ser
670
Asp
Ser
Ala
Lys
Gly
750
Lys
Pro
Ser
Asp
Asn
830
Cys
Glu
Lys
Thr
Thr
910

Glu

Leu

Pro
Leu
655
Asn
Ser
Arg
Leu
Gly
735
Gly
Thr
Ser
Arg
Pro
815
Ala
Val
Tyr
Thr
Leu
895
Cys

Ser

Asp

Pro
640
Val
Gly
Asp
Trp
His
720
Gly
Gly
His
Val
Thr
800
Glu
Lys
Ser
Lys
Tle
880
Pro
Leu

Asn

Ser
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930 935 940
Asp Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg
945 950 955 960
Trp Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu
965 970 975
His Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
980 985 990
<210> 88
211> 5
<212> PRT
213> NLF
<220>
223> HHEK
<400> 88
Asn His Ile Ile His
1 5
<210> 89
211> 17
<212> PRT
213> NLF¥
220>
223> HHEK
<400> 89
Tyr Ile Asn Pro Tyr Pro Gly Tyr His Ala Tyr Asn Glu Lys Phe Gln
1 5 10 15
Gly
<210> 90
211> 12
<212> PRT
213> NLF
220>
223> HHEK
<400> 90
Asp Gly Tyr Tyr Arg Asp Thr Asp Val Leu Asp Tyr
1 5 10
<210> 91
211> 11
<212> PRT
213> NLF

98
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<220>

223> HRE
<400> 91

Gln Ala Ser Gln Asp Ile Ser Asn Tyr Leu Asn

1

210> 92

Q211> 7

<212> PRT

213> NI

220>

223> GHZIK

<400> 92

Tyr Thr Ser Arg

1

<210> 93

211> 9

<212> PRT

213> NLF

220>

223> GHZIK

<400> 93

Gln Gln Gly Asn

1

210>

211>

212>

213>

220>

223> GHZIK

<400> 94

Gln Val GIn Leu

1

Ser Val Lys Val

20
Ile Ile His Trp
35

Gly Tyr Ile Asn
50

Gln Gly Arg Ala

94

121

PRT
NTLF3

5

Leu His Thr
5

Thr Leu Pro Trp
5

Val Gln Ser Gly
5
Ser Cys Lys Ala

Val Arg Gln Ala

40

Pro Tyr Pro Gly
55

Thr Met Thr Ser

10

Thr

Ala Glu
10

Ser Gly

25

Pro Gly

Tyr His

Asp Thr

99

Val

Tyr

Gln

Ala

Ser

Lys

Thr

Cys

Tyr

60
Thr

Lys Pro

Phe Thr
30

Leu Glu

45

Asn Glu

Ser Thr

Gly Ala
15

Asn His
Trp Met

Lys Phe

Val Tyr
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65 70 75 80
Met Glu Leu Ser Ser Leu Arg Ser Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95

Ala Arg Asp Gly Tyr Tyr Arg Asp Thr Asp Val Leu Asp Tyr Trp Gly
100 105 110

Gln Gly Thr Leu Val Thr Val Ser Ser

115 120

<210> 95

211> 107

<212> PRT

213> NLF

<220>

223> HHEK

<400> 95

Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly

1 5 10 15

Asp Arg Val Thr Ile Thr Cys Gln Ala Ser Gln Asp Ile Ser Asn Tyr
20 25 30

Leu Asn Trp Tyr Gln Gln Lys Pro Gly Lys Ala Pro Lys Leu Leu Ile

35 40 45
Tyr Tyr Thr Ser Arg Leu His Thr Gly Val Pro Ser Arg Phe Ser Gly
50 55 60

Ser Gly Ser Gly Thr Asp Phe Thr Phe Thr Ile Ser Ser Leu Glu Pro

65 70 75 80

Glu Asp Ile Ala Thr Tyr Tyr Cys Gln Gln Gly Asn Thr Leu Pro Trp

85 90 95

Thr Phe Gly Cys Gly Thr Lys Leu Glu Ile Lys
100 105

<210> 96

211> 243

<212> PRT

213> NLF

220>

223> HHEK

<400> 96

Gln Val Gln Leu Val Gln Ser Gly Ala Glu Val Lys Lys Pro Gly Ala

1 5 10 15

Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Asn His
20 25 30

100
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Tle
Gly
Gln
65

Met
Ala
Gln
Gly
Ser
145
Ala
Gly
Gly

Phe

Gln
225

Tle
Tyr
50

Gly
Glu
Arg
Gly
Gly
130
Ser
Ser
Lys
Val
Thr

210
Gln

His
35

Tle
Arg
Leu
Asp
Thr
115
Ser
Leu
Gln
Ala
Pro
195

Ile

Gly

Glu Ile Lys
<210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu Val GIn Ser Gly

1

97
986
PRT

Trp
Asn
Ala
Ser
Gly
100
Leu
Gly
Ser
Asp
Pro
180
Ser

Ser

Asn

NILF5

EILEZIN

97

Val
Pro
Thr
Ser
85

Tyr
Val
Gly
Ala
Tle
165
Lys
Arg

Ser

Thr

5

Arg
Tyr
Met
70

Leu
Tyr
Thr
Gly
Ser
150
Ser
Leu
Phe

Leu

Leu
230

Gln
Pro
55

Thr
Arg
Arg
Val
Gly
135
Val
Asn
Leu
Ser
Glu

215

Pro

Ala
40

Gly
Ser
Ser
Asp
Ser
120
Ser
Gly
Tyr
Tle
Gly
200

Pro

Trp

Ser Val Lys Val Ser Cys Lys Ala

20

Ile Ile His Trp Val Arg Gln Ala

Pro Gly
Tyr His
Asp Thr
Glu Asp
90
Thr Asp
105
Ser Gly
Asp Tle
Asp Arg
Leu Asn
170
Tyr Tyr
185
Ser Gly

Glu Asp

Thr Phe

Gln
Ala
Ser
75

Thr
Val
Gly
Gln
Val
155
Trp
Thr
Ser

Ile

Gly
235

Cys
Tyr
60

Thr
Ala
Leu
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Cys

Leu
45

Asn
Ser
Val
Asp
Gly
125
Thr
Tle
Gln
Arg
Thr
205

Thr

Gly

Ala Glu Val Lys Lys

10

Ser Gly Tyr Thr Phe

25

Glu
Glu
Thr
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Leu
190
Asp

Tyr

Thr

Pro

Thr
30

Pro Gly Gln Cys Leu Glu

101

Trp
Lys
Val
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
His
Phe

Tyr

Lys

Gly
15

Asn

Trp

Met
Phe
Tyr
80

Cys
Gly
Gly
Pro
Gln
160
Pro
Thr
Thr

Cys

Leu
240

Ala

His

Met
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Gly
Gln
65

Met
Ala
Gln
Gly
Ser
145
Ala
Gly
Gly
Phe
Gln
225
Glu
Gly
Ala
Ala
Asn
305

Ile

Leu

Tyr
50

Gly
Glu
Arg
Gly
Gly
130
Ser
Ser
Lys
Val
Thr
210
Gln
Ile
Gly
Ser
Pro
290
Asn

Ser

Lys

35
Ile

Arg
Leu
Asp
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Gly
Lys
Gly
Gly
275
Gly
Tyr

Arg

Thr

Asn
Ala
Ser
Gly
100
Leu
Gly
Ser
Asp
Pro
180
Ser
Ser
Asn
Ser
Leu
260
Phe
Lys
Ala

Asp

Glu
340

Pro
Thr
Ser
85

Tyr
Val
Gly
Ala
Ile
165
Lys
Arg
Ser
Thr
Gly
245
Val
Thr
Gly
Thr
Asp

325
Asp

Tyr
Met
70

Leu
Tyr
Thr
Gly
Ser
150
Ser
Leu
Phe
Leu
Leu
230
Gly
Gln
Phe
Leu
Tyr
310

Ser

Thr

Pro
55
Thr

Arg
Val
Gly
135
Val
Asn
Leu
Ser
Glu
215
Pro
Gly
Pro
Asn
Glu
295
Tyr

Lys

Ala

40
Gly

Ser

Ser

Asp

Ser

120

Ser

Gly

Tyr

Ile

Gly

200

Pro

Trp

Gly

Gly

Lys

280

Ala

Asn

Val

Tyr His Ala

Asp
Glu
Thr
105
Ser
Asp
Asp
Leu
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp

Thr

Tyr
345

102

Thr
Asp
90

Asp
Gly
Ile
Arg
Asn
170
Tyr
Gly
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala

330
Tyr

Ser
75

Thr
Val
Gly
Gln
Val
155
Trp
Thr
Ser
Tle
Gly
235
Val
Leu
Met
Arg
Val
315

Tyr

Cys

Tyr
60

Thr
Ala
Leu
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys

Leu

Val

45

Asn
Ser
Val
Asp
Gly
125
Thr
Ile
Gln
Arg
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp

Gln

Arg

Glu
Thr
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Leu
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg

Met

His
350

Lys
Val
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
His
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn

335
Gly

Phe
Tyr
80

Cys
Gly
Gly
Pro
Gln
160
Pro
Thr
Thr
Cys
Val
240
Ser
Ala
Gln
Tyr
Thr
320

Asn

Asn
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Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val
Gln
Gln
Ala
Pro
625

Thr

Ser

Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg

Lys

Asp

Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu

Asn

Ile

Ser

Val

Gly

Gly

Ser

420

Arg

Arg

Gly

Ser

Gly

500

Leu

Thr

Val

Val

Ser

580

Leu

Ala

Pro

Gln

Ala

Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val

645
Val

Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630

Ser

Glu

Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr

Leu

Trp

Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr

Thr

Glu

Trp Ala Tyr

Gly

Val

Leu

Asn

425

Gly

Leu

Asp

Phe

Thr

505

Ser

Arg

Pro

Ala

Val

585

Tyr

Thr

Leu

Cys

Ser

103

Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu

650

Asn

Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635

Val

Gly

Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser

Lys

Gln

Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg

Gly

Pro

Gln

Gly

Ser

Ser

Lys

430

Ala

Ala

Tyr

Lys

Pro

510

Pro

Thr

Asn

Cys

Val

590

Ser

Lys

Glu

Phe

Glu

Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr

655

Asn

Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640

Pro

Asn
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Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu

945
Val

Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930

Tyr

Phe

Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys

Ser

Ser

660
Thr

Leu
Ser
Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr

Lys

Cys

Pro
Thr
Val
Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr

Leu

Ser
965

Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr

950
Val

Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935

Val

Met

Leu
680
Lys
Glu
Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val

Asp

His

665
Asp

Ser
Ala
Lys
Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu

Lys

Glu

104

Ser
Arg
Leu
Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp

Ser

Ala
970

Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Ile
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Ser
685
Gln
His
Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

670
Phe

Gly
Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Phe
Asn
Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser

Ile

Gly

Gln

65

Met

Ala

Gln

Gly

Ser

145

Ala

Gly

Gly

Phe

Gln
225

Val
Tle
Tyr
50

Gly
Glu
Arg
Gly
Gly
130
Ser
Ser
Lys
Val
Thr

210
Gln

980
98
504
PRT

NILF5

I EDS
98

Lys Val
20

His Trp

35

Ile Asn

Arg Ala

Leu Ser

Asp Gly
100

Thr Leu

115

Ser Gly

Leu Ser
Gln Asp
Ala Pro

180
Pro Ser
195

Ile Ser

Gly Asn

Val

Ser

Val

Pro

Thr

Ser

85

Tyr

Val

Gly

Ala

Ile

165

Lys

Arg

Ser

Thr

Gln

Cys

Arg

Tyr

Met

70

Leu

Tyr

Thr

Gly

Ser

150

Ser

Leu

Phe

Leu

Leu
230

Ser
Lys
Gln
Pro
55

Thr
Arg
Arg
Val
Gly
135
Val
Asn
Leu
Ser
Glu

215

Pro

Gly
Ala
Ala
40

Gly
Ser
Ser
Asp
Ser
120
Ser
Gly
Tyr
Tle
Gly

200

Pro

985

Ala
Ser
25

Pro
Tyr
Asp
Glu
Thr
105
Ser
Asp
Asp
Leu
Tyr
185
Ser

Glu

Thr

105

Glu
10

Gly
Gly
His
Thr
Asp
90

Asp
Gly
Ile
Arg
Asn
170

Tyr

Gly

Phe

Val

Tyr

Gln

Ala

Ser

75

Thr

Val

Gly

Gln

Val

155

Trp

Thr

Ser

Ile

Gly
235

Lys
Thr
Cys
Tyr
60

Thr
Ala
Leu
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Cys

Lys
Phe
Leu
45

Asn
Ser
Val
Asp
Gly
125
Thr

Ile

Gln

Thr
205
Thr

Gly

Pro
Thr
30

Glu
Glu
Thr
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Leu
190
Asp

Tyr

Thr

Gly
15

Asn
Trp
Lys
Val
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
His
Phe

Tyr

Lys

Ala

His

Met

Phe

Tyr

80

Cys

Gly

Gly

Pro

Gln

160

Pro

Thr

Thr

Cys

Leu
240
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Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465

Leu

Val

Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu

Trp

Leu

<210>
211>
<212>
<213>
<220>

Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
His
99

986
PRT

Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly

Ser

His
500

NILF5

Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn

485
His

Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470

Arg

His

Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro

Trp

His

Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu

Val

His

Ser Glu Val

Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

Phe

106

250

Ser

Ala

Ala

Ser

Ala

330

Tyr

Ala

Gly

Thr

Thr

410

Trp

Thr

Leu

Glu

Gly
490

Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala

475
Gly

Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala

Cys

Leu
495

Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val

480
Thr
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223> HRE
400> 99
Gln Val Gln Leu

1

Ser
Ile
Gly
Gln
65

Met
Ala
Gln
Gly
Ser
145
Ala
Gly
Gly
Phe
Gln
225
Glu
Gly

Ala

Ala

Val
Ile
Tyr
50

Gly
Glu
Arg
Gly
Gly
130
Ser
Ser
Lys
Val
Thr
210
Gln
Ile
Gly

Ser

Pro

Lys
His
35

Ile
Arg
Leu
Asp
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Gly
Lys
Gly
Gly

275
Gly

Val
20

Trp
Asn
Ala
Ser
Gly
100
Leu
Gly
Ser
Asp
Pro
180
Ser
Ser
Asn
Ser
Leu
260

Phe

Lys

Val
Ser
Val
Pro
Thr
Ser
85

Tyr
Val
Gly
Ala
Tle
165
Lys
Arg
Ser
Thr
Gly
245
Val

Thr

Gly

Gln
Cys
Arg
Tyr
Met
70

Leu
Tyr
Thr
Gly
Ser
150
Ser
Leu
Phe
Leu
Leu
230
Gly
Gln

Phe

Leu

Ser
Lys
Gln
Pro
55

Thr
Arg
Arg
Val
Gly
135
Val
Asn
Leu
Ser
Glu
215
Pro
Gly
Pro

Asn

Glu

Gly
Ala
Ala
40

Gly
Ser
Ser
Asp
Ser
120
Ser
Gly
Tyr
Ile
Gly
200
Pro
Trp
Gly
Gly
Lys

280
Trp

Ala
Ser
25

Pro
Tyr
Asp
Glu
Thr
105
Ser
Asp
Asp
Leu
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr

Val

107

Glu
10

Gly
Gly
His
Thr
Asp
90

Asp
Gly
Ile
Arg
Asn
170
Tyr
Gly
Asp
Phe
Glu
250
Ser

Ala

Ala

Val
Tyr
Gln
Ala
Ser
75

Thr
Val
Gly
Gln
Val
155
Trp
Thr
Ser
Tle
Gly
235
Val
Leu

Met

Arg

Lys
Thr
Cys
Tyr
60

Thr
Ala
Leu
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys

Asn

Ile

Lys
Phe
Leu
45

Asn
Ser
Val
Asp
Gly
125
Thr
Ile
Gln
Arg
Thr
205
Thr
Gly
Leu
Leu
Trp

285
Arg

Pro
Thr
30

Glu
Glu
Thr
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Leu
190
Asp
Tyr
Thr
Val
Ser
270

Val

Ser

Gly
15

Asn
Trp
Lys
Val
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
His
Phe
Tyr
Lys
Glu
255
Cys

Arg

Lys

Ala
His
Met
Phe
Tyr
80

Cys
Gly
Gly
Pro
Gln
160
Pro
Thr
Thr
Cys
Val
240
Ser
Ala

Gln

Tyr
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Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val

Gln

Gln

290

Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp

Tyr

Asp

Tyr
Arg
Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly

Gly

Trp
595

Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser

580
Leu

Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565

Thr

Asn

Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val

Tyr

Gly

295
Tyr

Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg

Lys

Ala
Asn
Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn

Cys

Glu
600

Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val

585
Tyr

108

Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570

Ser

Lys

Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr

Val

Cys

300
Lys

Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys

Leu

Lys

Asp
Gln
Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro

Thr

Val
605

Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val

590

Ser

Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575

Leu

Asn

Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His

Lys
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Ala Leu Pro

Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln

Met

Pro

610
Arg

Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro

Thr

Ser

Glu
Asn
Ile
Thr
675
Lys
Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg

Lys

Asp

Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn

900
Ile

Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885

Gln

Ala

Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln

Val

Val

Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Ile
Val

Ser

Glu

Lys

Thr

Thr

Glu

Leu

680

Lys

Glu

Gly

Ser

Asp

760

Gly

Ile

Glu

His

Arg

840

Lys

Glu

Tyr

Leu

Trp

Thr Tle Ser

Leu
Cys
Ser
665
Asp
Ser
Ala
Lys
Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905

Glu

109

Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly

Thr

Ser

Pro
810
Ala
Val
Tyr
Thr
Leu
890

Cys

Ser

Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875
Pro

Leu

Asn

Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro

Val

Gly

Ala

Arg

Gly

Pro

Ser

685

Gln

His

Gly

Ser

Cys

765

Leu

Glu

Lys

Lys

Leu

845

Lys

Lys

Ser

Lys

Gln

Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr

Val

Ala

Gly
910

Pro

Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895

Phe

Glu

Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu

Tyr

Asn
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915

Asn Tyr Lys Thr

930

Leu Tyr Ser Lys

945

Val Phe Ser Cys

Thr

Leu

Ser
965

Gln Lys Ser Leu Ser

<210>
211>
<212>
<213>
<220>
223>
<400>

980
100
5
PRT

NILF5

I EDS
100

Asp Tyr Tyr Met

1

<210>
211>
<212>
<213>
<220>
223>
<400>

101

17

PRT
NTLF3

I EDS
101

Ile Ile Ser Asp

1

Gly
210>
211>
212>
213>
220>
223>
<400>

102
12
PRT

NILF5

I EDS
102

Tyr

920
Pro Pro Val
935
Thr Val Asp
950
Val Met His

Leu Ser Pro

925

Leu Asp Ser Asp Gly Ser Phe Phe

940

Lys Ser Arg Trp Gln Gln Gly Asn

955

960

Glu Ala Leu His Asn His Tyr Thr

Gly
985

970
Lys

975

Ala Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile Lys

5

10

Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr

1
<210>
211>

103
11

5

110

10

15
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<212> PRT

213> NI

220>

223> HHEK

<400> 103

Lys Ala Ser Gln Asn Val Asp Ala Asn Val Ala

1 5 10

<210> 104

211> 7

<212> PRT

213> NLF

220>

223> HHEK

<400> 104

Ser Ala Ser Tyr Val Tyr Trp

1 5

<210> 105

211> 9

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 105

Gln Gln Tyr Asp Gln Gln Leu Ile Thr

1 5

<210> 106

211> 121

<212> PRT

213> NLF

220>

223> HHEK

<400> 106

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr

20 25 30

Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Lys Cys Leu Glu Trp Val
35 40 45

Ala Ile Ile Ser Asp Ala Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile

111
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50

Lys Gly Arg Phe

65

Leu Gln Met Asn

Ala Arg Gly Phe

100

Gln Gly Thr Leu

<210>
211>
<212>
<213>
<220>
223>
<400>

115
107
107
PRT

NILF5

EILEZIN

107

Asp Tle GIn Met

1
Asp Arg

Val Ala

Tyr Ser
50

Ser Ala

65

Glu Asp

Thr Phe

<210>
211>
<212>
<213>
<220>
223>
<400>

Val
Trp
35
Ala
Ser
Phe
Gly
108

243
PRT

Thr
20

Tyr
Ser
Gly

Ala

Cys
100

NILF5

EILEZIN

108

Thr
Ser
85

Pro

Val

Thr

Ile

Gln

Tyr

Thr

Thr

85
Gly

Tle
70
Leu

Leu

Thr

Gln
Thr
Gln
Val
Asp
70

Tyr

Thr

95

Ser

Lys

Leu

Val

Ser

Cys

Lys

95

Phe

Tyr

Lys

Ser
120

Pro

Lys

Pro

40

Trp

Thr

Cys

Leu

Asp
Glu
His

105

Ser

Ser
Ala
25

Gly
Asp
Leu

Gln

Glu
105

Asn Ala
75

Asp Thr

90

Gly Ala

Ser Leu
10
Ser Gln

Gln Ala

Val Pro

Thr Ile
75

Gln Tyr

90

Ile Lys

60
Lys Asn

Ala Val

Met Asp

Ser Ala

Asn Val

Pro Lys

45
Ser Arg
60

Ser Ser

Asp Gln

Ser

Tyr

Tyr
110

Ser
Asp
30

Ser
Phe

Val

Gln

Leu

Tyr
95

Val
15

Ala
Leu
Ser

Gln

Leu
95

Tyr
80
Cys

Gly

Gly

Asn

Ile

Gly

Ser

80
Ile

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

1

5

112

10

15
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Ser Leu Arg

Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp

Leu

Gln
225

Met
Ile
50

Gly
Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr

210
Gln

Tyr
35

Tle
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195

Ile

Tyr

Glu Ile Lys
<210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

1

109
498
PRT

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser

Ser

Asp

NILF5

EILEZIN

109

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Val

165

Lys

Arg

Ser

Gln

5

Cys

Arg

Ala

Ile

70

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln
230

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln

215
Leu

Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200

Ser

Ile

Ser Gly Phe

25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser

Glu

Thr

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala

Asp

Phe

10

Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser

Phe

Gly
235

Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala

220
Cys

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln
Tyr
Thr
205

Thr

Gly

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp

Tyr

Thr

Asp

Trp

Ile

Leu

Tyr

95

Trp

Gly

Ser

Cys

Lys

175

Tyr

Phe

Tyr

Lys

15

Tyr

Val

Ile

Tyr

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu
240

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr

113
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Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn

305
Ile

Met
Tle
50

Gly
Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290

Asn

Ser

35
Ile

Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly

Tyr

Arg

20
Trp

Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys

Ala

Asp

Val
Asp
Thr
Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Ser
Gly
245
Val
Thr
Gly

Thr

Asp
325

Arg
Gly
Ile
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Tyr
230
Gly
Gln
Phe
Leu
Tyr

310

Ser

Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Pro
Gly
Pro
Asn
Glu
295

Tyr

Lys

Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Tyr
Gly
Gly
Lys
280
Trp

Ala

Asn

25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val

Asp

Thr

114

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala

Ser

Ala
330

Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val

315
Tyr

Gly
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Gly
Gln
Lys
Asn
Ile
300

Lys

Leu

Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg

Asp

Gln

30
Glu

Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Arg
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser

Arg

Met

Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys

Phe

Asn
335

Val
Ile
Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro
Ser
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr

320

Asn
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Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465

Leu

Val

Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu

Trp

Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser

Tyr

Ala

Lys

65
Leu

Leu
Met
Tle
50

Gly

Gln

Thr
Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
110

986
PRT

Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg

Gly

Ser

NILF5)

EILEZIN

110

Arg
Tyr
35

Ile

Arg

Met

Leu
20

Trp
Ser

Phe

Asn

Asp

Tyr

Ser

Ser

Gly

405

Gly

Gly

Phe

Val

Asn
485

Val

Ser

Val

Asp

Thr

Ser

Thr
Ile
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln

470
Arg

Glu

Cys

Arg

Ala

Ile

70
Leu

Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455

Pro

Trp

Ser
Ala
Gln
Gly
55

Ser

Lys

Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser

Glu

Val

Gly
Ala
Ala
40

Tyr

Arg

Ala

Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

Phe

Gly
Ser
25

Pro
Tyr
Asp

Glu

115

Tyr

Ala

Gly

Thr

Thr

410

Trp

Thr

Leu

Glu

Gly
490

Gly
10

Gly
Gly
Thr

Asn

Asp

Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala

475
Gly

Leu

Phe

Lys

Tyr

Ala

75
Thr

Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

Val
Thr
Cys
Tyr
60

Lys

Ala

Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

Lys
Phe
Leu
45

Ser

Asn

Val

His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Pro
Ser
30

Glu
Asp

Ser

Tyr

Gly

Gly

Gly

Leu

Thr

415

Pro

Pro

Ala

Cys

Leu
495

Gly
15

Asp
Trp
Ile

Leu

Tyr

Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val

480
Thr

Glu

Tyr

Val

Ile

Tyr

80
Cys
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Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Tle
Leu
Phe

Leu

Gly
385

Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val

370
Gly

Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355

Thr

Gly

Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser

Val

Gly

85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr

Ser

Ser

Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle

Ser

Gln
390

Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly

375
Thr

Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360

Gly

Val

His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp

Gly

Val

116

90
Gly

Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala

Gly

Thr

Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr

Ser

Gln
395

Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Tle
300
Lys
Leu
Val
Trp
Gly

380
Glu

Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365

Gly

Pro

Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln

Gly

Ser

95
Trp

Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly

Gly

Leu

Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr

Ser

Thr
400
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Val

Ala

Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

545

Val

Gln

Gln

Ala

Pro

625

Thr

Ser

Tyr

Tyr

Phe

Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser

690

Ser

Pro
Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675

Lys

Cys

Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr

Leu

Ser

Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro

Thr

Val

Thr

Asn

Leu

Ser

Gln

470

Arg

Gly

Gly

Met

His

550

Val

Tyr

Gly

Ile

Val

630

Ser

Glu

Pro

Val

Met

Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp

695
His

Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680

Lys

Glu

Leu Thr Cys

Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser

Ala

117

410
Trp

Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser

Arg

Leu

Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp

Trp

His

Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln

700

Asn

Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685

Gln

His

Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe

Gly

Tyr

Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe

Asn

Thr

Gly

Gly

Gly

Leu

Val

480

Thr

Pro

Lys

Val

Tyr

560

Glu

His

Lys

Gln

Met

640

Pro

Asn

Leu

Val

Gln
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705

Lys Ser Leu

Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

<210>
211>
<212>
<213>

Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser
Ser
Ser
111

984
PRT

Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

NILF5

Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr
Leu
Ser

965

Ser

710

Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr
950

Val

Leu

Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Lys
Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu
Lys

Glu

Gly
985

118

Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

715
Gly

Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

720
Gly

Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr



CN 115461080 A

.1l

86/160 71

<220>
223> Ak
<400>
Gln Val Gln Leu

1

Ser
Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu

Gly

Ala

Leu
Met
Tle
50

Gly
Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle

Gly

Ser

111

Arg
Tyr
35

Ile
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys

Gly

Gly
275

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu

260
Phe

Val
Ser
Val
Asp
Thr
Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245

Val

Thr

Glu
Cys
Arg
Ala
Ile
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly

Gln

Phe

Ser
Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Ala
Leu
Ser
Gln
215
Leu
Gly

Pro

Asn

Gly
Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly

Gly

Lys
280

Gly
Ser
25

Pro
Tyr
Asp
Glu
His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly

265
Tyr

119

Gly
10

Gly
Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250

Ser

Ala

Leu
Phe
Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val

Leu

Met

Val
Thr
Cys
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln

Lys

Asn

Lys
Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu

Leu

Trp
285

Pro
Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser

270
Val

Gly
15

Asp
Trp
Ile
Leu
Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255

Cys

Arg

Glu
Tyr
Val
Ile
Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser

Ala

Gln
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Ala
Asn
305
Tle
Leu
Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465
Leu
Val
Ala
Pro
Val
545
Val

Gln

Gln

Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp

Tyr

Asp

Gly

Tyr

Arg

Thr

Asn

355

Thr

Gly

Pro

Thr

Pro

435

Ala

Ser

Tyr

Gly

Glu

515

Asp

Asp

Gly

Gly

Trp

Lys
Ala
Asp
Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser

580
Leu

Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565

Thr

Asn

Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val

Tyr

Gly

Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg

Lys

Trp

Ala

Asn

Val

Tyr

360

Gly

Val

Thr

Pro

Gly

440

Ser

Glu

Val

Lys

Pro

520

Ser

Asp

Asn

Cys

Glu

Val
Asp
Thr
Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu
Asp
Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585

Tyr

120

Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570

Ser

Lys

Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr

Val

Cys

Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys

Leu

Lys

Arg

Asp

Gln

Arg

Gly

365

Gly

Pro

Ser

Gln

Leu

445

Lys

Tyr

Thr

Pro

Phe

525

Val

Phe

Pro

Thr

Val

Ser
Arg
Met
His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val

590

Ser

Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575

Leu

Asn

Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His

Lys
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Ala
Pro
625
Thr
Ser
Tyr
Tyr
Phe
705
Lys
Ser
Gly
Pro
Lys
785
Val
Asp
Tyr
Asp
Leu
865

Arg

Lys

Leu
610
Arg
Lys
Asp
Lys
Ser
690
Ser
Ser
Gly
Gly
Glu
770
Asp
Asp
Gly
Gly
Trp
850
Pro

Glu

Asn

595

Pro
Glu
Asn
Tle
Thr
675
Lys
Cys
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser
835
Leu
Ala

Pro

Gln

Ala
Pro
Gln
Ala
660
Thr
Leu
Ser
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820
Thr
Asn
Pro

Gln

Val
900

Pro
Gln
Val
645
Val
Pro
Thr
Val
Leu
725
Gly
Ser
Gly
Met
His
805
Val
Tyr
Gly
Tle
Val

885

Ser

Tle
Val
630
Ser
Glu
Pro
Val
Met
710
Ser
Ser
Asp
Gly
Tle
790
Glu
His
Arg
Lys
Glu
870

Tyr

Leu

Glu
615
Tyr
Leu
Trp
Val
Asp
695
His
Pro
Gly
Lys
Pro
775
Ser
Asp
Asn
Cys
Glu
855
Lys

Thr

Thr

600
Lys

Thr
Thr
Glu
Leu
680
Lys
Glu
Gly
Gly
Thr
760
Ser
Arg
Pro
Ala
Val
840
Tyr
Thr

Leu

Cys

Thr Tle Ser

Leu
Cys
Ser
665
Asp
Ser
Ala
Gly
Gly
745
His
Val
Thr
Glu
Lys
825
Ser
Lys
Ile

Pro

Leu
905

121

Pro
Leu
650
Asn
Ser
Arg
Leu
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr
Val
Cys
Ser
Pro

890
Val

Pro
635
Val
Gly
Asp
Trp
His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys
Leu
Lys
Lys
875

Ser

Lys

Lys
620
Ser
Lys
Gln
Gly
Gln
700
Asn
Ser
Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val
860
Ala

Arg

Gly

605
Ala

Arg
Gly
Pro
Ser
685
Gln
His
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845
Ser
Lys

Glu

Phe

Lys
Glu
Phe
Glu
670
Phe
Gly
Tyr
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu
Asn
Gly

Glu

Tyr
910

Gly
Glu
Tyr
655
Asn
Phe
Asn
Thr
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His
Lys
Gln
Met

895

Pro

Gln
Met
640
Pro
Asn
Leu
Val
Gln
720
Gly
Ser
Ala
Pro
Val
800
Val
Gln
Gln
Ala
Pro
880

Thr

Ser
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Asp Tle

Lys Thr
930

Ser Lys

945

Ser Cys

Ser Leu

210>
211>
212>
213>
220>
223>
<400>
Asp Tyr
1
210>
211>
212>
213>
220>
223>
<400>
Ile Ile
1

Gly
210>
211>
212>
213>
220>
223>
<400>

Ala Val
915
Thr Pro

Leu Thr

Ser Val

Ser Leu
980

112

5

PRT

NILF5)

I EDS
112

Tyr Met

113

17

PRT
NTLF3

GIDEZIN
113
Ser Asp

114
12
PRT

NILF5

CIEDS
114

Glu

Pro

Val

Met

965

Ser

Tyr

Trp
Val
Asp
950

His

Pro

Glu
Leu
935
Lys

Glu

Gly

Ser
920
Asp
Ser

Ala

Lys

Asn Gly Gln

Ser Asp Gly

Arg Trp Gln

955

Leu His Asn
970

Pro Glu Asn
925

Ser Phe Phe

940

Gln Gly Asn

His Tyr Thr

Asn Tyr

Leu Tyr

Val Phe

960
Gln Lys
975

Gly Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile Lys

5

10

Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr

1
<210>

115

5

10

122

15
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211> 11

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 115

Lys Ala Ser Gln Asn Val Asp Thr Asn Val Ala

1 5 10

<210> 116

211> 7

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 116

Ser Ala Ser Tyr Val Tyr Trp

1 5

210> 117

211> 9

<212> PRT

213> NILFFF

220>

223> HHEK

<400> 117

Gln Gln Tyr Asp Gln Gln Leu Ile Thr

1 5

<210> 118

211> 121

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 118

Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

1 5 10 15

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Asp Tyr

20 25 30

Tyr Met Tyr Trp Val Arg Gln Ala Pro Gly Lys Gly Leu Glu Trp Val

35 40 45

123
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Ala Ile Ile Ser Asp Gly Gly Tyr Tyr Thr Tyr Tyr Ser Asp Ile Ile
50 55 60
Lys Gly Arg Phe Thr Ile Ser Arg Asp Asn Ala Lys Asn Ser Leu Tyr
65 70 75 80
Leu Gln Met Asn Ser Leu Lys Ala Glu Asp Thr Ala Val Tyr Tyr Cys
85 90 95
Ala Arg Gly Phe Pro Leu Leu Arg His Gly Ala Met Asp Tyr Trp Gly
100 105 110
Gln Gly Thr Leu Val Thr Val Ser Ser
115 120
<210> 119
211> 107
<212> PRT
213> NI
220>
223> HHEK
<400> 119
Asp Ile Gln Met Thr Gln Ser Pro Ser Ser Leu Ser Ala Ser Val Gly
1 5 10 15
Asp Arg Val Thr Ile Thr Cys Lys Ala Ser Gln Asn Val Asp Thr Asn
20 25 30
Val Ala Trp Tyr Gln Gln Lys Pro Gly Gln Ala Pro Lys Ser Leu Ile
35 40 45
Tyr Ser Ala Ser Tyr Val Tyr Trp Asp Val Pro Ser Arg Phe Ser Gly
50 55 60
Ser Ala Ser Gly Thr Asp Phe Thr Leu Thr Ile Ser Ser Val Gln Ser
65 70 75 80
Glu Asp Phe Ala Thr Tyr Tyr Cys Gln Gln Tyr Asp Gln Gln Leu Ile
85 90 95
Thr Phe Gly Gly Gly Thr Lys Leu Glu Ile Lys
100 105
<210> 120
211> 243
<212> PRT
213> NLF
220>
223> HHEK
<400> 120
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

124
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1

Ser Leu Arg Leu

Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp

Leu

Gln
225

Met
Tle
50

Gly
Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr

210
Gln

20
Tyr Trp
35
Ile Ser

Arg Phe

Met Asn

Gly Phe
100

Thr Leu

115

Ser Gly

Leu Ser
Gln Asn
Ala Pro

180
Pro Ser

195
Ile Ser

Tyr Asp

Glu Ile Lys
<210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Leu Val Lys Pro Gly Glu

1

121
498
PRT

NILF5

I EDS
121

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Val

165

Lys

Arg

Ser

Gln

5

Cys

Arg

Gly

Ile

70

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln
230

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln

215
Leu

Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Tle
Gly
200

Ser

Ile

Ser
25

Pro
Tyr
Asp
Glu
His
105

Ser

Asp

Val
Tyr
185
Ser

Glu

Thr

125

10
Gly

Gly

Thr

Asn

Asp

90

Gly

Gly

Ile

Arg

Ala

170

Ser

Ala

Asp

Phe

10

Phe

Lys

Tyr

Ala

75

Thr

Ala

Gly

Gln

Val

155

Ala

Ser

Phe

Gly
235

Thr
Gly
Tyr
60

Lys
Ala
Met
Gly
Met

140
Thr

Ser

Gly

Ala
220
Gly

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Tle
Gln
Tyr
Thr
205

Thr

Gly

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp

Tyr

Thr

15
Asp

Trp

Ile

Leu

Tyr

95

Trp

Gly

Ser

Cys

Lys

175

Tyr

Phe

Tyr

Lys

15

Tyr

Val

Ile

80

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu
240
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Ser Leu Arg

Tyr
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser
145
Ala
Gly
Asp
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn

305
Ile

Met
Tle
50

Gly
Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Tle
Gly
Ser
Pro
290

Asn

Ser

Tyr
35

Ile
Arg
Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly

Tyr

Arg

Leu
20

Trp
Ser
Phe
Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys

Ala

Asp

Ser

Val

Asp

Thr

Ser

85

Pro

Val

Gly

Ala

Val

165

Lys

Arg

Ser

Gln

Gly

245

Val

Thr

Gly

Thr

Asp

Cys
Arg
Gly
Ile
70

Leu
Leu
Thr
Gly
Ser
150
Asp
Ser
Phe
Val
Gln
230
Gly
Gln
Phe
Leu
Tyr

310

Ser

Ala
Gln
Gly
55

Ser
Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295

Tyr

Lys

Ala
Ala
40

Tyr
Arg
Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp

Ala

Asn

Ser Gly Phe

25

Pro

Tyr

Asp

Glu

His

105

Ser

Asp

Asp

Val

Tyr

185

Ser

Glu

Thr

Ser

Gly

265

Tyr

Val

Asp

Thr

126

Gly
Thr
Asn
Asp
90

Gly
Gly
Ile
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala

Ser

Ala

Lys
Tyr
Ala
75

Thr
Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val

315
Tyr

Thr
Gly
Tyr
60

Lys
Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Gly
Gln
Lys
Asn
Ile
300

Lys

Leu

Phe
Leu
45

Ser
Asn
Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg

Asp

Gln

Ser
30

Glu
Asp
Ser
Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser

Arg

Met

Asp

Trp

Ile

Leu

Tyr

95

Trp

Gly

Ser

Cys

Lys

175

Tyr

Phe

Tyr

Lys

Glu

255

Cys

Arg

Lys

Phe

Asn

Tyr
Val
Ile
Tyr
80

Cys
Gly
Gly
Pro
Lys
160
Pro
Trp
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr

320

Asn
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Leu Lys Thr

Phe
Leu
Gly
385
Val
Ala
Gln
Thr
Thr
465

Leu

Val

Gly
Val
370
Gly
Ser
Val
Ala
Pro
450
Leu

Trp

Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Asn
355
Thr
Gly
Pro
Thr
Pro
435
Ala
Ser
Tyr
122

986
PRT

Glu
340
Ser
Val
Gly
Gly
Ser
420
Arg
Arg

Gly

Ser

NILF5

EILEZIN

122

Ser Leu Arg

Tyr Met Tyr

35

Ala Ile Ile

50

Lys Gly Arg

65

Leu
Leu
20

Trp

Ser

Phe

325
Asp

Tyr

Ser

Ser

Gly

405

Gly

Gly

Phe

Val

Asn
485

Val

Ser

Val

Asp

Thr

Thr
Ile
Ser
Gln
390
Thr
Asn
Leu
Ser
Gln

470
Arg

Glu

Cys

Arg

Gly

Ile
70

Ala
Ser
Gly
375
Thr
Val
Tyr
Ile
Gly
455

Pro

Trp

Ser

Ala

Gln

Gly

95

Ser

Val
Tyr
360
Gly
Val
Thr
Pro
Gly
440
Ser

Glu

Val

Gly
Ala
Ala
40

Tyr

Arg

Tyr
345
Trp
Gly
Val
Leu
Asn
425
Gly
Leu

Asp

Phe

Gly
Ser
25

Pro

Tyr

Asp

127

330
Tyr

Ala

Gly

Thr

Thr

410

Trp

Thr

Leu

Glu

Gly
490

Gly
10

Gly
Gly

Thr

Asn

Cys
Tyr
Ser
Gln
395
Cys
Val
Lys
Gly
Ala

475
Gly

Leu

Phe

Lys

Tyr

Ala
75

Val
Trp
Gly
380
Glu
Gly
Gln
Phe
Gly
460

Glu

Gly

Val

Thr

Cys

Tyr

60
Lys

Arg
Gly
365
Gly
Pro
Ser
Gln
Leu
445
Lys

Tyr

Thr

Lys
Phe
Leu
45

Ser

Asn

His
350
Gln
Gly
Ser
Ser
Lys
430
Ala
Ala

Tyr

Lys

Pro
Ser
30

Glu

Asp

Ser

335
Gly

Gly

Gly

Leu

Thr

415

Pro

Pro

Ala

Cys

Leu
495

Gly
15

Asp
Trp

Ile

Leu

Asn
Thr
Ser
Thr
400
Gly
Gly
Gly
Leu
Val

480
Thr

Glu

Tyr

Val

Ile

Tyr
80
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Leu

Ala

Gln

Gly

Ser

145

Ala

Gly

Asp

Leu

Gln

225

Glu

Gly

Ala

Ala

Asn

305

Ile

Leu

Phe

Leu

Gly

Gln
Arg
Gly
Gly
130
Ser
Ser
Gln
Val
Thr
210
Gln
Ile
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val

370
Gly

Met
Gly
Thr
115
Ser
Leu
Gln
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355

Thr

Gly

Asn
Phe
100
Leu
Gly
Ser
Asn
Pro
180
Ser
Ser
Asp
Ser
Leu
260
Phe
Lys
Ala
Asp
Glu
340
Ser

Val

Gly

Ser
85

Pro
Val
Gly
Ala
Val
165
Lys
Arg
Ser
Gln
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr

Ser

Ser

Leu

Leu

Thr

Gly

Ser

150

Asp

Ser

Phe

Val

Gln

230

Gly

Gln

Phe

Leu

Tyr

310

Ser

Thr

Ile

Ser

Gln

Lys
Leu
Val
Gly
135
Val
Thr
Leu
Ser
Gln
215
Leu
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly

375
Thr

Ala
Arg
Ser
120
Ser
Gly
Asn
Ile
Gly
200
Ser
Ile
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360

Gly

Val

Glu Asp Thr

His
105
Ser
Asp
Asp
Val
Tyr
185
Ser
Glu
Thr
Ser
Gly
265
Tyr
Val
Asp
Thr
Tyr
345
Trp
Gly

Val

128

90
Gly

Gly
Tle
Arg
Ala
170
Ser
Ala
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala

Gly

Thr

Ala
Gly
Gln
Val
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr

Ser

Gln

Ala
Met
Gly
Met
140
Thr
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly

380
Glu

Val
Asp
Gly
125
Thr
Ile
Gln
Tyr
Thr
205
Thr
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365

Gly

Pro

Tyr
Tyr
110
Ser
Gln
Thr
Gln
Val
190
Asp
Tyr
Thr
Val
Ser
270
Val
Ser
Arg
Met
His
350
Gln

Gly

Ser

Tyr
95

Trp
Gly
Ser
Cys
Lys
175
Tyr
Phe
Tyr
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly

Gly

Leu

Cys

Gly

Gly

Pro

Lys

160

Pro

Trp

Thr

Cys

Leu

240

Ser

Ala

Gln

Tyr

Thr

320

Asn

Asn

Thr

Ser

Thr



CN 115461080 A

.1l

96/160 71

385

Val Ser Pro

Ala

Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

545

Val

Gln

Gln

Ala

Pro

625

Thr

Ser

Tyr

Tyr

Val
Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp

Lys

Ser
690

Thr
Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr

675
Lys

Gly
Ser
420
Arg
Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660

Thr

Leu

Gly
405
Gly
Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val

Pro

Thr

390
Thr

Asn
Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu

Pro

Val

Val
Tyr
Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp

Val

Asp
695

Thr
Pro
Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu

680
Lys

Leu

Asn

425

Gly

Leu

Asp

Phe

Thr

505

Ser

Arg

Pro

Ala

Val

585

Thr

Leu

Cys

Ser

665

Ser

129

Thr
410
Trp
Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn

Ser

Arg

395
Cys

Val
Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly

Asp

Trp

Gly
Gln
Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln

Gly

Gln
700

Ser
Gln
Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser

685
Gln

Ser
Lys
430
Ala
Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670

Phe

Gly

Thr
415
Pro
Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn

Phe

Asn

400
Gly

Gly
Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn

Leu

Val



CN 115461080 A

.1l

2.3

97/160 7

Phe
705
Lys
Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Ser
Ser
Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

<210>

Cys
Leu
Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser

Ser

Ser

123
211> 5

<212> PRT

Ser
Ser
Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

Val
Leu
725
Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr
Leu
Ser

965

Ser

Met
710
Ser
Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr
950

Val

Leu

His
Pro
Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Glu
Gly
Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Ala Leu His

Lys
Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu
Lys

Glu

Gly
985

130

Gly
730
Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

715
Gly

Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Asn
Gly
Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

His
Gly
Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Tyr
Ser
Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Thr
Gly
735
Gly
Pro
Pro
Thr
Asn
815
Cys
Val
Ser
Lys
Glu
895
Phe
Glu
Phe

Gly

Tyr
975

Gln
720
Gly
Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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213> NILFF%

220>

223> HHEK

<400> 123

Thr Tyr Ala Met Ser

1 5

210> 124

211> 17

<212> PRT

213> NILFF%

220>

223> HHEK

<400> 124

Ala Ile Ser Gly Ser Gly Gly Arg Thr Phe Tyr Ala Glu Ser Val Glu
1 5 10 15
Gly

<210> 125

211> 11

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 125

His Asp Tyr Ser Asn Tyr Pro Tyr Phe Asp Tyr
1 5 10
<210> 126

211> 12

<212> PRT

213> NLF

220>

223> HHEK

<400> 126

Arg Ala Ser Gln Ser Val Arg Ser Thr Tyr Leu Ala
1 5 10
210> 127

211> 7

<212> PRT

213> NLFH

220>

131
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223>
<400>

I EDS
127

Gly Ala Ser Ser Arg Ala Thr

1
210>
211>
212>
213>
220>
223>
<400>
Gln Gln
1
210>
211>
212>
213>
220>
223>
<400>

128
9
PRT

NILF5)

GIDEZIN
128
Tyr Gly

129
120
PRT

NILF5

I EDS
129

5

Asp Leu Pro Phe Thr

5

Glu Val Gln Leu Leu

1

Ser Leu

Ala Met

Ser Ala
50

Glu Gly

65

Leu Gln

Ala Lys

Gly Thr

<210>

211>
<212>

Arg Leu
20

Ser Trp

35

Ile Ser

Arg Phe

Met Asn

His Asp

100

Leu Val
115
130
108
PRT

5

Ser
Val
Gly
Thr
Ser
85

Tyr

Thr

Glu

Cys

Arg

Ser

Ile

70

Leu

Ser

Val

Ser

Ala

Gln

Gly

95

Ser

Arg

Asn

Ser

Gly
Ala
Ala

40
Gly

Ala

Tyr

Ser
120

Gly
Ser
25

Pro
Arg
Asp

Glu

Pro
105

132

Gly
10

Gly
Gly
Thr
Asn
Asp

90
Tyr

Met

Phe

Lys

Phe

Ser

75

Thr

Phe

Val
Thr
Cys
Tyr
60

Lys

Ala

Asp

Gln

Phe

Leu

45

Ala

Asn

Val

Tyr

Pro
Ser
30

Glu
Glu
Thr

Tyr

Trp
110

Gly
15

Thr
Trp
Ser
Leu
Tyr

95
Gly

Gly

Tyr

Val

Val

80

Cys

Gln
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213>
220>
223>
<400>
Glu Ile
1

Glu Arg

Tyr Leu

Ile Tyr
50

Gly Ser

65

Pro Glu

Phe Thr

210>
211>
212>
213>
220>
223>
<400>
Glu Val
1

Ser Leu

Ala Met

Ser Ala
50

Glu Gly

65

Leu Gln

Ala Lys

NILF5)

S ED N
130
Val Leu

Ala Thr
20

Ala Trp

35

Gly Ala

Gly Ser

Asp Phe

Phe Gly
100

131

986

PRT

NILF5)

S ED N
131
Gln Leu

Arg Leu
20

Ser Trp

35

Ile Ser

Arg Phe

Met Asn

His Asp
100

Thr

Leu

Tyr

Ser

Gly

Ala

85
Cys

Leu

Ser

Val

Gly

Thr

Ser

85
Tyr

Gln
Ser
Gln
Ser
Thr
70

Val

Gly

Glu
Cys
Arg
Ser
Ile
70

Leu

Ser

Ser

Cys

Gln

95

Asp

Tyr

Thr

Ser

Ala

Gln

Gly

95

Ser

Asn

Pro
Arg
Lys
40

Ala
Phe

Ser

Lys

Gly
Ala
Ala
40

Gly
Arg

Ala

Tyr

Gly
Ala
25

Pro
Thr
Thr

Cys

Leu
105

Gly
Ser
25

Pro
Arg
Asp

Glu

Pro
105

133

Thr
10

Ser

Gly

Gly

Leu

Gln

90
Glu

Gly
10

Gly
Gly
Thr
Asn
Asp

90
Tyr

Leu

Gln

Gln

Ile

Thr

75

Gln

Ile

Met

Phe

Lys

Phe

Ser

75

Thr

Phe

Ser
Ser
Ala
Pro
60

Tle

Tyr

Lys

Val
Thr
Cys
Tyr
60

Lys

Ala

Asp

Leu
Val
Pro
45

Asp

Ser

Gly

Gln
Phe
Leu
45

Ala
Asn

Val

Tyr

Ser
Arg
30

Arg
Arg

Arg

Asp

Pro
Ser
30

Glu
Glu
Thr

Tyr

Trp
110

Pro
15

Ser
Leu
Phe

Leu

Leu
95

Gly
15

Thr
Trp
Ser
Leu
Tyr

95
Gly

Gly

Thr

Leu

Ser

Glu

80

Pro

Gly
Tyr
Val
Val
Tyr
80

Cys

Gln
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Gly
Gly
Thr
145
Ser
Gly
Gly
Leu
Gln
225
Glu
Gly
Ala
Ala
Asn
305
Ile
Leu
Phe
Leu
Gly
385

Val

Ala

Thr
Ser
130
Leu
Gln
Gln
Tle
Thr
210
Gln
Tle
Gly
Ser
Pro
290
Asn
Ser
Lys
Gly
Val
370
Gly

Ser

Val

Leu
115
Gly
Ser
Ser
Ala
Pro
195
Ile
Tyr
Lys
Gly
Gly
275
Gly
Tyr
Arg
Thr
Asn
355
Thr
Gly

Pro

Thr

Val

Gly

Leu

Val

Pro

180

Asp

Ser

Gly

Ser

Leu

260

Phe

Lys

Ala

Asp

Glu

340

Ser

Val

Gly

Gly

Ser

Thr
Gly
Ser
Arg
165
Arg
Arg
Arg
Asp
Gly
245
Val
Thr
Gly
Thr
Asp
325
Asp
Tyr
Ser
Ser
Gly

405
Gly

Val
Gly
Pro
150
Ser
Leu
Phe
Leu
Leu
230
Gly
Gln
Phe
Leu
Tyr
310
Ser
Thr
Tle
Ser
Gln
390

Thr

Asn

Ser
Ser
135
Gly
Thr
Leu
Ser
Glu
215
Pro
Gly
Pro
Asn
Glu
295
Tyr
Lys
Ala
Ser
Gly
375
Thr

Val

Tyr

Ser
120
Glu
Glu
Tyr
Ile
Gly
200
Pro
Phe
Gly
Gly
Lys
280
Trp
Ala
Asn
Val
Tyr
360
Gly
Val

Thr

Pro

Gly

Ile

Arg

Leu

Tyr

185

Ser

Glu

Thr

Ser

Gly

265

Tyr

Val

Asp

Thr

Tyr

345

Trp

Gly

Val

Leu

Asn

134

Gly
Val
Ala
Ala
170
Gly
Gly
Asp
Phe
Glu
250
Ser
Ala
Ala
Ser
Ala
330
Tyr
Ala
Gly
Thr
Thr

410
Trp

Gly
Leu
Thr
155
Trp
Ala
Ser
Phe
Gly
235
Val
Leu
Met
Arg
Val
315
Tyr
Cys
Tyr
Ser
Gln
395

Cys

Val

Gly
Thr
140
Leu
Tyr
Ser
Gly
Ala
220
Cys
Gln
Lys
Asn
Ile
300
Lys
Leu
Val
Trp
Gly
380
Glu

Gly

Gln

Ser
125
Gln
Ser
Gln
Ser
Thr
205
Val
Gly
Leu
Leu
Trp
285
Arg
Asp
Gln
Arg
Gly
365
Gly
Pro

Ser

Gln

Gly

Ser

Cys

Gln

Arg

190

Asp

Tyr

Thr

Val

Ser

270

Val

Ser

Arg

Met

His

350

Gln

Gly

Ser

Ser

Lys

Gly
Pro
Arg
Lys
175
Ala
Phe
Ser
Lys
Glu
255
Cys
Arg
Lys
Phe
Asn
335
Gly
Gly
Gly
Leu
Thr

415

Pro

Gly
Gly
Ala
160
Pro
Thr
Thr
Cys
Leu
240
Ser
Ala
Gln
Tyr
Thr
320
Asn
Asn
Thr
Ser
Thr
400

Gly

Gly
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Gln

Thr

Thr

465

Leu

Val

Ala

Pro

Val

545

Val

Gln

Gln

Ala

Pro

625

Thr

Ser

Tyr

Tyr

Phe

705
Lys

Ala
Pro
450
Leu
Trp
Leu
Pro
Lys
530
Val
Asp
Tyr
Asp
Leu
610
Arg
Lys
Asp
Lys
Ser
690

Ser

Ser

Pro
435
Ala
Ser
Tyr
Gly
Glu
515
Asp
Asp
Gly
Gly
Trp
595
Pro
Glu
Asn
Ile
Thr
675
Lys

Cys

Leu

420
Arg

Arg
Gly
Ser
Gly
500
Leu
Thr
Val
Val
Ser
580
Leu
Ala
Pro
Gln
Ala
660
Thr
Leu

Ser

Ser

Gly
Phe
Val
Asn
485
Gly
Leu
Leu
Ser
Glu
565
Thr
Asn
Pro
Gln
Val
645
Val
Pro
Thr

Val

Leu
725

Leu
Ser
Gln
470
Arg
Gly
Gly
Met
His
550
Val
Tyr
Gly
Tle
Val
630
Ser
Glu
Pro
Val
Met

710

Ser

Ile
Gly
455
Pro
Trp
Asp
Gly
Ile
535
Glu
His
Arg
Lys
Glu
615
Tyr
Leu
Trp
Val
Asp
695
His

Pro

Gly
440
Ser
Glu
Val
Lys
Pro
520
Ser
Asp
Asn
Cys
Glu
600
Lys
Thr
Thr
Glu
Leu
680
Lys

Glu

Gly

425
Gly

Leu

Phe
Thr
505
Ser
Arg
Pro
Ala
Val
585
Tyr
Thr
Leu
Cys
Ser
665
Asp
Ser

Ala

Lys

135

Thr
Leu
Glu
Gly
490
His
Val
Thr
Glu
Lys
570
Ser
Lys
Tle
Pro
Leu
650
Asn
Ser
Arg

Leu

Gly
730

Lys
Gly
Ala
475
Gly
Thr
Phe
Pro
Val
555
Thr
Val
Cys
Ser
Pro
635
Val
Gly
Asp
Trp
His

715
Gly

Phe
Gly
460
Glu
Gly
Cys
Leu
Glu
540
Lys
Lys
Leu
Lys
Lys
620
Ser
Lys
Gln
Gly
Gln
700

Asn

Gly

Leu
445
Lys
Tyr
Thr
Pro
Phe
525
Val
Phe
Pro
Thr
Val
605
Ala
Arg
Gly
Pro
Ser
685
Gln
His

Gly

430
Ala

Ala
Tyr
Lys
Pro
510
Pro
Thr
Asn
Cys
Val
590
Ser
Lys
Glu
Phe
Glu
670
Phe
Gly

Tyr

Ser

Pro
Ala
Cys
Leu
495
Cys
Pro
Cys
Trp
Glu
575
Leu
Asn
Gly
Glu
Tyr
655
Asn
Phe
Asn

Thr

Gly
735

Gly
Leu
Val
480
Thr
Pro
Lys
Val
Tyr
560
Glu
His
Lys
Gln
Met
640
Pro
Asn
Leu
Val
Gln

720
Gly
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Gly
Gly
Pro
Lys
785
Val
Tyr
Glu
His
Lys
865
Gln
Met
Pro
Asn
Leu
945

Val

Gln

Gly
Ser
Ala
770
Pro
Val
Val
Gln
Gln
850
Ala
Pro
Thr
Ser
Tyr
930
Tyr

Phe

Lys

<210>
211>
<212>
<213>
<220>
223>
<400>

Ser
Gly
755
Pro
Lys
Val
Asp
Tyr
835
Asp
Leu
Arg
Lys
Asp
915
Lys
Ser
Ser
Ser
132

5
PRT

Gly
740
Gly
Glu
Asp
Asp
Gly
820
Gly
Trp
Pro
Glu
Asn
900
Ile
Thr
Lys

Cys

Leu
980

NILF5

EILEZIN

132

Gly
Gly
Leu
Thr
Val
805
Val
Ser
Leu
Ala
Pro
885
Gln
Ala
Thr
Leu
Ser

965

Ser

Gly
Gly
Leu
Leu
790
Ser
Glu
Thr
Asn
Pro
870
Gln
Val
Val
Pro
Thr
950

Val

Leu

Gly
Ser
Gly
775
Met
His
Val
Tyr
Gly
855
Tle
Val
Ser
Glu
Pro
935
Val

Met

Ser

Ser
Asp
760
Gly
Ile
Glu
His
Arg
840
Lys
Glu
Tyr
Leu
Trp
920
Val
Asp
His

Pro

Gly
745
Lys
Pro
Ser
Asp
Asn
825
Cys
Glu
Lys
Thr
Thr
905
Glu
Leu
Lys

Glu

Gly
985

136

Gly
Thr
Ser
Arg
Pro
810
Ala
Val
Tyr
Thr
Leu
890
Cys
Ser
Asp
Ser
Ala

970
Lys

Gly
His
Val
Thr
795
Glu
Lys
Ser
Lys
Tle
875
Pro
Leu
Asn
Ser
Arg

955
Leu

Gly
Thr
Phe
780
Pro
Val
Thr
Val
Cys
860
Ser
Pro
Val
Gly
Asp
940

Trp

His

Ser
Cys
765
Leu
Glu
Lys
Lys
Leu
845
Lys
Lys
Ser
Lys
Gln
925
Gly

Gln

Asn

Gly
750
Pro
Phe
Val
Phe
Pro
830
Thr
Val
Ala
Arg
Gly
910
Pro
Ser

Gln

His

Gly

Pro

Pro

Thr

Asn

815

Cys

Val

Ser

Lys

Glu

895

Phe

Glu

Phe

Gly

Tyr
975

Gly
Cys
Pro
Cys
800
Trp
Glu
Leu
Asn
Gly
880
Glu
Tyr
Asn
Phe
Asn

960
Thr
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Gly Tyr Tyr Met His
1 5
<210> 133

211> 17

<212> PRT

213> NILFF%
220>
223>
<400>

I EDS
133

Trp Ile Asn Pro Asn Ser Gly Gly Thr Lys Tyr Ala Gln Lys Phe Gln

1 5
Gly

<210> 134

211> 16

<212> PRT

213> NI
<220>
<223>
<400>

I EDS
134

10

15

Asp Arg Ile Thr Val Ala Gly Thr Tyr Tyr Tyr Tyr Gly Met Asp Val

1 5
<210> 135

Q21> 11

<212> PRT

213> NLF
<220>
<223>
<400>

I EDS
135

10

15

Arg Ala Ser Gln Gly Val Asn Asn Trp Leu Ala

1 5
<210> 136

Q211> 7

<212> PRT

213> N7

<220>

223> A ZE Ik

<400> 136

Thr Ala Ser Ser Leu Gln Ser
1 5

137

10
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<210>
211>
<212>
<213>
<220>
223>
<400>

137
9
PRT

NILF5

EILEZIN

137

Gln GIn Ala Asn

1

<210>
211>
<212>
<213>
<220>
223>
<400>

138
125
PRT

NILF5

EILEZIN

138

Gln Val Gln Leu

1
Ser Val

Tyr Met

Gly Trp
50

Gln Gly

65

Met Glu

Ala Arg

Asp Val

<210>
211>
<212>
<213>
<220>
223>
<400>

Lys

His
35
Tle

Arg
Leu
Asp
Trp
115
139

107
PRT

Val
20

Trp
Asn
Val
Ser
Arg

100
Gly

NILF5

EILEZIN

139

Ser Phe Pro Ile Thr

5

Val

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Ser

Lys

Gln

Ser

95

Thr

Arg

Val

Thr

Gly

Ala

Ala

40

Gly

Arg

Ser

Ala

Thr
120

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly

105
Val

138

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr

Thr

Val

Tyr

Gln

Lys

Ser

75

Thr

Tyr

Val

Lys

Thr

Cys

Tyr

60

Ile

Ala

Tyr

Ser

Lys

Phe

Leu

45

Ala

Ser

Val

Tyr

Ser
125

Pro

Thr

30

Glu

Gln

Thr

Tyr

Tyr
110

Gly
15

Gly
Trp
Lys

Ala

Tyr
95
Gly

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met
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Asp
1
Asp
Leu
Tyr
Ser
65

Glu

Thr

Tle
Arg
Ala
Thr
50

Gly

Asp

Phe

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu Val

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Asp

Gly

Val

Met

Trp

50

Gly

Glu

Arg

Val

Ser
130

Gln

Val

35

Ala

Ser

Phe

Gly

140

247
PRT

Met
Thr
20

Tyr
Ser
Gly

Ala

Cys
100

NILF5)

EILEZIN

140

Lys
His
35

Ile
Arg
Leu
Asp
Trp

115
Gly

Val
20

Trp
Asn
Val
Ser
Arg
100

Gly

Gly

Thr

Ile

Gln

Ser

Thr

Thr

85
Gly

5

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gly

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Gly

Ser
Cys
Lys
Gln
55

Phe

Tyr

Arg

Ser

Lys

Gln

Ser

55
Thr

Val

Thr

Ser
135

Pro
Arg
Pro
40

Ser
Thr

Cys

Leu

Gly
Ala
Ala

40
Gly

Ser

Ala

Thr
120
Gly

Ser
Ala
25

Gly
Gly
Leu

Gln

Glu
105

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly
105

Val

Gly

139

Ser Val
10
Ser Gln

Lys Ala

Val Pro

Thr Ile
75

Gln Ala

90

Ile Lys

Glu Val
10
Gly Tyr

Gly Gln

Thr Lys

Thr Ser
75

Asp Thr

90

Thr Tyr

Thr Val

Gly Gly

Ser
Gly
Pro
Ser
60

Arg

Asn

Lys

Thr

Cys

Tyr

60

Ile

Ala

Tyr

Ser

Ser
140

Ala
Val
Lys
45

Arg

Ser

Ser

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser

125
Asp

Ser
Asn
30

Leu
Phe

Leu

Phe

Pro
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110

Gly

Ile

Val
15

Asn
Leu
Ser

Gln

Pro
95

Gly
15
Gly

Lys
Ala
Tyr
95

Gly

Gly

Gln

Gly

Trp

Ile

Gly

Pro

80
Ile

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met
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Thr
145
Tle

Gln

Ser

Thr

Thr

225
Gly

Gln
Thr
Gln
Leu
Asp
210

Tyr

Thr

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu Val

1

Ser

Tyr

Gly

Gln

65

Met

Ala

Asp

Gly

Val

Met

Trp

50

Gly

Glu

Arg

Val

Ser
130

Ser
Cys
Lys
Gln
195
Phe
Tyr
Arg
141

502
PRT

Pro
Arg
Pro
180
Ser
Thr

Cys

Leu

NILF5)

EILEZIN

141

Lys
His
35

Ile
Arg
Leu
Asp
Trp

115
Gly

Val
20

Trp
Asn
Val
Ser
Arg
100

Gly

Gly

Ser
Ala
165
Gly
Gly
Leu

Gln

Glu
245

5

Ser

Val

Pro

Thr

Arg

85

Ile

Gln

Gly

Ser
150
Ser
Lys
Val
Thr
Gln

230
Ile

Gln

Cys

Arg

Asn

Met

70

Leu

Thr

Gly

Gly

Val

Gln

Ala

Pro

Ile

215

Ala

Lys

Ser

Lys

Gln

Ser

55
Thr

Val

Thr

Ser
135

Ser
Gly
Pro
Ser
200

Arg

Asn

Gly
Ala
Ala

40
Gly

Ser

Ala

Thr
120
Gly

Ala Ser Val

Val
Lys
185
Arg

Ser

Ser

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly
105

Val

Gly

140

Asn
170
Leu
Phe

Leu

Phe

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr

Thr

Gly

155

Asn

Leu

Ser

Gln

Pro
235

Val

Tyr

Gln

Lys

Ser

75

Thr

Tyr

Val

Gly

Gly

Trp

Ile

Gly

Pro

220
Ile

Lys

Thr

Cys

Tyr

60

Ile

Ala

Tyr

Ser

Ser
140

Asp
Leu
Tyr
Ser
205

Glu

Thr

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser

125
Asp

Arg
Ala
Thr

190
Gly

Phe

Pro
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110

Gly

Ile

Val
Trp
175
Ala
Ser

Phe

Gly

Gly
15
Gly

Lys
Ala
Tyr
95

Gly

Gly

Gln

Thr
160
Tyr
Ser
Gly

Ala

Cys
240

Ala

Tyr

Met

Phe

Tyr

80

Cys

Met

Gly

Met
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Thr
145
Ile
Gln
Ser
Thr
Thr
225
Gly
Leu
Leu
Trp
Arg
305
Asp
Gln
Arg
Gly
Gly
385
Pro
Ser

Gln

Leu

Gln

Thr

Gln

Leu

Asp

210

Tyr

Thr

Val

Ser

Val

290

Ser

Arg

Met

His

Gln

370

Gly

Ser

Ser

Lys

Ala

Ser
Cys
Lys
Gln
195
Phe
Tyr
Arg
Glu
Cys
275
Arg
Lys
Phe
Asn
Gly
355
Gly
Gly
Leu
Thr
Pro

435

Pro

Pro
Arg
Pro
180
Ser
Thr
Cys
Leu
Ser
260
Ala
Gln
Tyr
Thr
Asn
340
Asn
Thr
Ser
Thr
Gly
420

Gly

Gly

Ser
Ala
165
Gly
Gly
Leu
Gln
Glu
245
Gly
Ala
Ala
Asn
Tle
325
Leu
Phe
Leu
Gly
Val
405
Ala

Gln

Thr

Ser
150
Ser
Lys
Val
Thr
Gln
230
Tle
Gly
Ser
Pro
Asn
310
Ser
Lys
Gly
Val
Gly
390
Ser
Val

Ala

Pro

Val

Gln

Ala

Pro

Ile

215

Ala

Lys

Gly

Gly

Gly

295

Tyr

Arg

Thr

Asn

Thr

375

Gly

Pro

Thr

Pro

Ala

Ser
Gly
Pro
Ser
200
Arg
Asn
Ser
Leu
Phe
280
Lys
Ala
Asp
Glu
Ser
360
Val
Gly
Gly
Ser
Arg

440
Arg

Ala Ser Val

Val
Lys
185
Arg
Ser
Ser
Gly
Val
265
Thr
Gly
Thr
Asp
Asp
345
Tyr
Ser
Ser
Gly
Gly
425
Gly

Phe

141

Asn
170
Leu
Phe
Leu
Phe
Gly
250
Gln
Phe
Leu
Tyr
Ser
330
Thr
Tle
Ser
Gln
Thr
410
Asn

Leu

Ser

155

Asn
Leu
Ser
Gln
Pro
235
Gly
Pro
Asn
Glu
Tyr
315
Lys
Ala
Ser
Gly
Thr
395
Val
Tyr

Ile

Gly

Gly

Trp

Ile

Gly

Pro

220

Ile

Gly

Gly

Lys

Trp

300

Ala

Asn

Val

Tyr

Gly

380

Val

Thr

Pro

Gly

Ser

Asp
Leu
Tyr
Ser
205
Glu
Thr
Ser
Gly
Tyr
285
Val
Asp
Thr
Tyr
Trp
365
Gly
Val
Leu
Asn
Gly

445
Leu

Arg
Ala
Thr
190
Gly
Asp
Phe
Glu
Ser
270
Ala
Ala
Ser
Ala
Tyr
350
Ala
Gly
Thr
Thr
Trp
430

Thr

Leu

Val
Trp
175
Ala
Ser
Phe
Gly
Val
255
Leu
Met
Arg
Val
Tyr
335
Cys
Tyr
Ser
Gln
Cys
415
Val

Lys

Gly

Thr
160
Tyr
Ser
Gly
Ala
Cys
240
Gln
Lys
Asn
Ile
Lys
320
Leu
Val
Trp
Gly
Glu
400
Gly
Gln

Phe

Gly
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450

Lys Ala Ala Leu

465

Tyr Tyr Cys Val

Thr Lys Leu Thr

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ser
Tyr
Gly
Gln
65

Met
Ala
Asp
Gly
Thr
145
Ile

Gln

Ser

Val
Met
Trp
50

Gly
Glu
Arg
Val
Ser
130
Gln
Thr

Gln

Leu

500
142
990
PRT

NILF5

I EDS
142

Lys Val
20

His Trp

35

Ile Asn

Arg Val
Leu Ser
Asp Arg
100
Trp Gly
115
Gly Gly
Ser Pro
Cys Arg
Lys Pro

180
Gln Ser

Thr
Leu

485
Val

Val
Ser
Val
Pro
Thr
Arg
85

Ile
Gln
Gly
Ser
Ala
165

Gly

Gly

455

460

Leu Ser Gly Val Gln Pro Glu Asp Glu Ala Glu

470
Trp

Leu

Gln
Cys
Arg
Asn
Met
70

Leu
Thr
Gly
Gly
Ser
150
Ser

Lys

Val

475

480

Tyr Ser Asn Arg Trp Val Phe Gly Gly Gly

Ser
Lys
Gln
Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln

Ala

Pro

Gly
Ala
Ala
40

Gly
Arg
Ser
Ala
Thr
120
Gly
Ser
Gly

Pro

Ser

Ala
Ser
25

Pro
Gly
Asp
Asp
Gly
105
Val
Gly
Ala
Val
Lys
185

Arg

142

490

Glu
10

Gly
Gly
Thr
Thr
Asp
90

Thr
Thr
Gly
Ser
Asn
170

Leu

Phe

Val

Gln
Lys
Ser
75

Thr
Tyr
Val
Gly
Val
155
Asn

Leu

Ser

Lys
Thr
Cys
Tyr
60

Tle
Ala
Tyr
Ser
Ser
140
Gly
Trp

Ile

Gly

Lys
Phe
Leu
45

Ala
Ser
Val
Tyr
Ser
125
Asp
Asp
Leu

Tyr

Ser

Pro
Thr
30

Glu
Gln
Thr
Tyr
Tyr
110
Gly
Tle
Arg
Ala
Thr

190
Gly

495

Gly
15

Gly
Trp
Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175

Ala

Ser

Ala
Tyr
Met
Phe
Tyr
80

Cys
Met
Gly
Met
Thr
160
Tyr

Ser

Gly
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Thr
Thr
225
Gly
Leu
Leu
Trp
Arg
305
Asp
Gln
Arg
Gly
Gly
385
Pro
Ser
Gln
Leu
Lys
465

Tyr

Thr

Asp
210
Tyr
Thr
Val
Ser
Val
290
Ser
Arg
Met
His
Gln
370
Gly
Ser
Ser
Lys
Ala
450
Ala

Tyr

Lys

195
Phe

Tyr

Glu
Cys
275
Arg
Lys
Phe
Asn
Gly
355
Gly
Gly
Leu
Thr
Pro
435
Pro
Ala

Cys

Leu

Thr
Cys
Leu
Ser
260
Ala
Gln
Tyr
Thr
Asn
340
Asn
Thr
Ser
Thr
Gly
420
Gly
Gly
Leu

Val

Thr
500

Leu
Gln
Glu
245
Gly
Ala
Ala
Asn
Tle
325
Leu
Phe
Leu
Gly
Val
405
Ala
Gln
Thr
Thr
Leu

485
Val

Thr
Gln
230
Tle
Gly
Ser
Pro
Asn
310
Ser
Lys
Gly
Val
Gly
390
Ser
Val
Ala
Pro
Leu

470

Leu

Ile
215
Ala
Lys
Gly
Gly
Gly
295
Tyr
Arg
Thr
Asn
Thr
375
Gly
Pro
Thr
Pro
Ala
455
Ser

Tyr

Gly

200
Arg

Asn
Ser
Leu
Phe
280
Lys
Ala
Asp
Glu
Ser
360
Val
Gly
Gly
Ser
Arg
440
Arg
Gly

Ser

Gly

Ser Leu Gln

Ser
Gly
Val
265
Thr
Gly
Thr
Asp
Asp
345
Tyr
Ser
Ser
Gly
Gly
425
Gly
Phe
Val

Asn

Gly
505

143

Phe
Gly
250
Gln

Phe

Leu

Ser

330

Thr

Ile

Ser

Gln

Thr

410

Asn

Leu

Ser

Gln

490
Gly

Pro

235

Gly

Pro

Asn

Glu

315

Lys

Ala

Ser

Gly

Thr

395

Val

Tyr

Ile

Gly

Pro

475

Asp

Pro
220
Ile
Gly
Gly
Lys
300
Ala
Asn
Val
Tyr
Gly
380
Val
Thr
Pro
Gly
Ser
460
Glu

Val

Lys

205
Glu

Thr
Ser
Gly
Tyr
285
Val
Asp
Thr
Tyr
Trp
365
Gly
Val
Leu
Asn
Gly
445
Leu
Asp

Phe

Thr

Asp
Phe
Glu
Ser
270
Ala
Ala
Ser
Ala
Tyr
350
Ala
Gly
Thr
Thr
Trp
430
Thr
Leu
Glu

Gly

His
510

Phe
Gly
Val
255
Leu
Met
Arg
Val
Tyr
335
Cys
Tyr
Ser
Gln
Cys
415
Val
Lys
Gly
Ala
Gly

495
Thr

Ala
Cys
240
Gln
Lys
Asn
Ile
Lys
320
Leu
Val
Trp
Gly
Glu
400
Gly
Gln
Phe
Gly
Glu
480

Gly

Cys
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Pro
Phe
Val
545
Phe
Pro
Thr
Val
Ala
625
Arg
Gly
Pro
Ser
Gln
705
His
Gly
Ser
Cys
Leu
785

Glu

Lys

Pro
Pro
530
Thr
Asn
Cys
Val
Ser
610
Lys
Glu
Phe
Glu
Phe
690
Gly
Tyr
Ser
Gly
Pro
770
Phe

Val

Phe

Cys
515
Pro
Cys
Trp
Glu
Leu
595
Asn
Gly
Glu
Tyr
Asn
675
Phe
Asn
Thr
Gly
Gly
755
Pro
Pro

Thr

Asn

Pro
Lys
Val
Tyr
Glu
580
His
Lys
Gln
Met
Pro
660
Asn
Leu
Val
Gln
Gly
740
Gly
Cys

Pro

Cys

Ala
Pro
Val
Val
565
Gln
Gln
Ala
Pro
Thr
645

Ser

Tyr

Phe
Lys
725
Gly
Gly
Pro
Lys
Val

805
Tyr

Pro
Lys
Val
550
Asp
Tyr
Asp
Leu
Arg
630
Lys
Asp
Lys
Ser
Ser
710
Ser
Gly
Ser
Ala
Pro
790

Val

Val

Glu
Asp
535
Asp
Gly
Gly
Trp
Pro
615
Glu
Asn
Tle
Thr
Lys
695
Cys
Leu
Ser
Gly
Pro
775
Lys

Val

Asp

Leu
520
Thr
Val
Val
Ser
Leu
600
Ala
Pro
Gln
Ala
Thr
680
Leu
Ser
Ser
Gly
Gly
760
Glu
Asp

Asp

Gly

Leu Gly Gly

Leu

Ser

Glu

Thr

585

Asn

Pro

Gln

Val

Val

665

Pro

Thr

Val

Leu

Gly

745

Gly

Leu

Thr

Val

Val

144

Met
His
Val
570
Tyr
Gly
Tle
Val
Ser
650
Glu
Pro
Val
Met
Ser
730
Gly
Gly
Leu
Leu
Ser

810
Glu

Tle
Glu
55h
His
Arg
Lys
Glu
Tyr
635
Leu
Trp
Val
Asp
His
715
Pro
Gly
Ser
Gly
Met
795
His

Val

Pro
Ser
540
Asp
Asn
Cys
Glu
Lys
620
Thr
Thr
Glu
Leu
Lys
700
Glu
Gly
Ser
Asp
Gly
780
Tle

Glu

His

Ser

525

Arg

Pro

Ala

Val

605

Thr

Leu

Cys

Ser

685

Ser

Ala

Lys

Gly

Lys

765

Pro

Ser

Asp

Asn

Val

Thr

Glu

Lys

Ser

590

Lys

Ile

Pro

Leu

Asn

670

Ser

Arg

Leu

Gly

Gly

750

Thr

Ser

Arg

Pro

Ala

Phe
Pro
Val
Thr
575
Val
Cys
Ser
Pro
Val
655
Gly
Asp
Trp
His
Gly
735
Gly
His
Val
Thr
Glu

815
Lys

Leu
Glu
Lys
560
Lys
Leu
Lys
Lys
Ser
640
Lys
Gln
Gly
Gln
Asn
720
Gly
Gly
Thr
Phe
Pro
800

Val

Thr
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820 825 830
Lys Pro Cys Glu Glu Gln Tyr Gly Ser Thr Tyr Arg Cys Val Ser Val
835 840 845
Leu Thr Val Leu His Gln Asp Trp Leu Asn Gly Lys Glu Tyr Lys Cys
850 855 860
Lys Val Ser Asn Lys Ala Leu Pro Ala Pro Ile Glu Lys Thr Ile Ser
865 870 875 880
Lys Ala Lys Gly Gln Pro Arg Glu Pro Gln Val Tyr Thr Leu Pro Pro
885 890 895
Ser Arg Glu Glu Met Thr Lys Asn Gln Val Ser Leu Thr Cys Leu Val
900 905 910
Lys Gly Phe Tyr Pro Ser Asp Ile Ala Val Glu Trp Glu Ser Asn Gly
915 920 925
Gln Pro Glu Asn Asn Tyr Lys Thr Thr Pro Pro Val Leu Asp Ser Asp
930 935 940
Gly Ser Phe Phe Leu Tyr Ser Lys Leu Thr Val Asp Lys Ser Arg Trp
945 950 955 960
Gln Gln Gly Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His
965 970 975
Asn His Tyr Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys
980 985 990
<210> 143
211> 125
<212> PRT
213> NLF
<220>
223> HHEK
<400> 143
Gln Val Gln Met Val Gln Ser Gly Ala Glu Val Lys Lys His Gly Ala
1 5 10 15
Ser Val Lys Val Ser Cys Lys Ala Ser Gly Tyr Thr Phe Thr Gly Tyr
20 25 30
Tyr Met His Trp Val Arg Gln Ala Pro Gly Gln Cys Leu Glu Trp Met
35 40 45
Gly Trp Ile Asn Pro Asn Ser Gly Gly Thr Lys Tyr Ala Gln Lys Phe
50 55 60
Gln Gly Arg Val Thr Met Thr Arg Asp Thr Ser Ile Ser Thr Ala Tyr
65 70 75 80
Met Glu Leu Ser Arg Leu Arg Ser Asp Asp Thr Ala Val Tyr Tyr Cys

145
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Ala Arg Asp Arg Ile Thr Val Ala

Asp Val Trp Gly Gln Gly Thr Thr

210>
211>
212>
213>
220>
223>
<400>
Asp Tle
1

Asp Arg

Leu Ala

Tyr Thr
50

Ser Gly

65

Glu Asp

Thr Phe

<210>
211>
<212>
<213>
<220>
223>
<400>

85

100

115
144
107
PRT

NILF5

EIDEDIN
144
Gln Met Thr
5
Val Thr Ile
20
Trp Tyr Gln
35
Ala Ser Ser

Ser Gly Thr

Phe Ala Thr
85
Gly Cys Gly
100
145
247
PRT

NILF5)

I EDS
145

Gln
Thr
Gln
Leu
Asp
70

Tyr

Thr

Ser
Cys
Lys
Gln
55

Phe

Tyr

Arg

Gln Val Gln Met Val Gln Ser

1

5

Ser Val Lys Val Ser Cys Lys

20

Tyr Met His Trp Val Arg Gln

35

90

105

120

Pro Ser Ser
10
Arg Ala Ser
25
Pro Gly Lys
40
Ser Gly Val

Thr Leu Thr

Cys Gln Gln

90

Leu Glu Tle
105

Gly Ala Glu
10
Ala Ser Gly
25
Ala Pro Gly
40

146

Val Ser
Gln Gly
Ala Pro
Pro Ser

60
Ile Arg
75

Ala Asn

Lys

Val Lys

Tyr Thr

Gln Cys

Val Thr Val Ser Ser

125

Ala
Val
Lys
45

Arg

Ser

Ser

Lys

Phe

110

Ser

Asn

30

Leu

Phe

Leu

Phe

His

Thr
30

95

Gly Thr Tyr Tyr Tyr Tyr Gly Met

Val Gly
15
Asn Trp

Leu Ile

Ser Gly

Gln Pro

80
Pro Ile
95

Gly Ala
15
Gly Tyr

Leu Glu Trp Met

45
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Gly Trp Ile

Gln
65

Met
Ala
Asp
Gly
Thr
145
Tle
Gln
Ser
Thr
Thr

225
Gly

50
Gly

Glu
Arg
Val
Ser
130
Gln
Thr
Gln
Leu
Asp
210

Tyr

Thr

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Met Val Gln Ser

1

Arg
Leu
Asp
Trp
115
Gly
Ser
Cys
Lys
Gln
195
Phe
Tyr
Arg
146

502
PRT

Asn
Val
Ser
Arg
100
Gly
Gly
Pro
Arg
Pro
180
Ser
Thr

Cys

Leu

NILF5)

EILEZIN

146

Pro
Thr
Arg
85

Tle
Gln
Gly
Ser
Ala
165
Gly
Gly
Leu

Gln

Glu
245

5

Asn
Met
70

Leu
Thr
Gly
Gly
Ser
150
Ser
Lys
Val
Thr
Gln

230
Ile

Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln
Ala
Pro
Tle
215

Ala

Lys

Ser Val Lys Val Ser Cys Lys

20

Tyr Met His Trp Val Arg Gln

35

Gly
Arg
Ser
Ala
Thr
120
Gly
Ser
Gly
Pro
Ser
200

Arg

Asn

Gly

Ala

Ala
40

Gly Thr

Asp Thr

Asp Asp
90

Gly Thr

105

Val Thr

Gly Gly

Ala Ser

Val Asn
170

Lys Leu

185

Arg Phe

Ser Leu

Ser Phe

Lys
Ser
75

Thr
Tyr
Val
Gly
Val
155
Asn
Leu
Ser

Gln

Pro
235

Tyr
60

Tle
Ala
Tyr
Ser
Ser

140
Gly

Tle
Gly
Pro

220
Ile

Ala Glu Val Lys

10

Ser Gly Tyr Thr

25

Pro Gly Gln Cys

147

Ala
Ser
Val
Tyr
Ser
125
Asp
Asp
Leu
Tyr
Ser
205

Glu

Thr

Lys

Phe

Gln
Thr
Tyr
Tyr
110
Gly
Tle
Arg
Ala
Thr
190
Gly

Asp

Phe

His

Thr
30

Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175
Ala
Ser

Phe

Gly

Gly
15
Gly

Phe
Tyr
80

Cys
Met
Gly
Met
Thr
160
Tyr
Ser
Gly

Ala

Cys
240

Ala

Tyr

Leu Glu Trp Met

45
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Gly Trp Ile

Gln
65

Met
Ala
Asp
Gly
Thr
145
Ile
Gln
Ser
Thr
Thr
225
Gly
Leu
Leu
Trp
Arg
305
Asp

Gln

Arg

50
Gly

Glu
Arg
Val
Ser
130
Gln
Thr
Gln
Leu
Asp
210
Tyr
Thr
Val
Ser
Val
290
Ser
Arg

Met

His

Arg
Leu
Asp
Trp
115
Gly
Ser
Cys
Lys
Gln
195
Phe
Tyr
Arg
Glu
Cys
275
Arg
Lys
Phe

Asn

Gly

Asn
Val
Ser
Arg
100
Gly
Gly
Pro
Arg
Pro
180
Ser
Thr
Cys
Leu
Ser
260
Ala
Gln
Tyr
Thr
Asn

340

Asn

Pro
Thr
Arg
85

Tle
Gln
Gly
Ser
Ala
165
Gly
Gly
Leu
Gln
Glu
245
Gly
Ala
Ala
Asn
Tle
325

Leu

Phe

Asn
Met
70

Leu
Thr
Gly
Gly
Ser
150
Ser
Lys
Val
Thr
Gln
230
Tle
Gly
Ser
Pro
Asn
310
Ser

Lys

Gly

Ser
55

Thr
Arg
Val
Thr
Ser
135
Val
Gln
Ala
Pro
Ile
215
Ala
Lys
Gly
Gly
Gly
295
Tyr
Arg

Thr

Asn

Gly

Arg

Ser

Ala

Thr

120

Gly

Ser

Gly

Pro

Ser

200

Arg

Asn

Ser

Leu

Phe

280

Lys

Ala

Asp

Glu

Ser

Gly Thr Lys

Asp
Asp
Gly
105
Val
Gly
Ala
Val
Lys
185
Arg
Ser
Ser
Gly
Val
265
Thr
Gly
Thr
Asp
Asp
345

Tyr

148

Thr
Asp
90

Thr
Thr
Gly
Ser
Asn
170
Leu
Phe
Leu
Phe
Gly
250
Gln
Phe
Leu
Tyr
Ser
330

Thr

Ile

Ser
75

Thr
Tyr
Val
Gly
Val
155
Asn
Leu
Ser
Gln
Pro
235
Gly
Pro
Asn
Glu
Tyr
315
Lys

Ala

Ser

Tyr
60

Ile
Ala
Tyr
Ser
Ser
140
Gly
Trp
Ile
Gly
Pro
220
Ile
Gly
Gly
Lys
Trp
300
Ala
Asn

Val

Tyr

Ala

Ser

Val

Tyr

Ser

125

Asp

Asp

Leu

Tyr

Ser

205

Glu

Thr

Ser

Gly

Tyr

285

Val

Asp

Thr

Tyr

Trp

Gln
Thr
Tyr
Tyr
110
Gly
Ile
Arg
Ala
Thr
190
Gly
Asp
Phe
Glu
Ser
270
Ala
Ala
Ser
Ala
Tyr

350
Ala

Lys
Ala
Tyr
95

Gly
Gly
Gln
Val
Trp
175
Ala
Ser
Phe
Gly
Val
255
Leu
Met
Arg
Val
Tyr
335

Cys

Tyr

Phe
Tyr
80

Cys
Met
Gly
Met
Thr
160
Tyr
Ser
Gly
Ala
Cys
240
Gln
Lys
Asn
Ile
Lys
320
Leu

Val

Trp



CN 115461080 A

.1l

116/160 T

Gly
Gly
385
Pro
Ser
Gln
Leu
Lys
465

Tyr

Thr

Gln
370
Gly
Ser
Ser
Lys
Ala
450
Ala

Tyr

Lys

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln Met

1

Ser
Tyr
Gly
Gln
65

Met

Ala

Val

Met

355
Gly

Gly

Leu

Thr

Pro

435

Pro

Ala

Cys

Leu

147

990
PRT

Thr

Ser

Thr

Gly

420

Gly

Gly

Leu

Val

Thr
500

NILF5

EILEZIN

147

Lys
His
35

Tle
Arg

Leu

Asp

Val
20

Trp
Asn
Val

Ser

Arg

Leu
Gly
Val
405
Ala
Gln
Thr
Thr
Leu

485
Val

Val

Ser

Val

Pro

Thr

Arg

85
Ile

Val
Gly
390
Ser
Val
Ala
Pro
Leu
470

Trp

Leu

Gln
Cys
Arg
Asn
Met
70

Leu

Thr

Thr
375
Gly
Pro
Thr
Pro
Ala
455

Ser

Tyr

Ser
Lys
Gln
Ser
55

Thr

Arg

Val

360
Val

Gly

Gly

Ser

Arg

440

Arg

Gly

Ser

Gly
Ala
Ala
40

Gly
Arg

Ser

Ala

Ser

Ser

Gly

Gly

425

Gly

Phe

Val

Asn

Ala
Ser
25

Pro
Gly
Asp

Asp

Gly

149

Ser

Gln

Thr

410

Asn

Leu

Ser

Gln

Arg
490

Glu
10

Gly
Gly
Thr
Thr
Asp

90
Thr

Gly
Thr
395
Val
Tyr
Ile
Gly
Pro

475
Trp

Val
Tyr
Gln
Lys
Ser
75

Thr

Tyr

Gly
380
Val
Thr
Pro
Gly
Ser
460

Glu

Val

Lys
Thr
Cys
Tyr
60

Tle

Ala

Tyr

365
Gly

Val

Leu

Asn

Gly

445

Leu

Asp

Phe

Lys
Phe
Leu
45

Ala
Ser

Val

Tyr

Gly

Thr

Thr

Trp

430

Thr

Leu

Glu

Gly

His
Thr
30

Glu
Gln
Thr

Tyr

Tyr

Ser

Gln

Cys

415

Val

Lys

Gly

Ala

Gly
495

Gly
15

Gly
Trp
Lys

Ala

Tyr
95
Gly

Gly
Glu
400
Gly
Gln
Phe
Gly
Glu

480
Gly

Ala
Tyr
Met
Phe
Tyr
80

Cys

Met
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Asp
Gly
Thr
145
Ile
Gln
Ser
Thr
Thr
225
Gly
Leu
Leu
Trp
Arg
305
Asp
Gln
Arg
Gly
Gly

385

Pro

Val
Ser
130
Gln
Thr
Gln
Leu
Asp
210
Tyr
Thr
Val
Ser
Val
290
Ser
Arg
Met
His
Gln
370

Gly

Ser

115
Gly

Ser
Cys
Lys
Gln
195
Phe
Tyr
Arg
Glu
Cys
275
Arg
Lys
Phe
Asn
Gly
355
Gly

Gly

Leu

100
Gly

Gly
Pro
Arg
Pro
180
Ser
Thr
Cys
Leu
Ser
260
Ala
Gln
Tyr
Thr
Asn
340
Asn
Thr

Ser

Thr

Gln
Gly
Ser
Ala
165
Gly
Gly
Leu
Gln
Glu
245
Gly
Ala
Ala
Asn
Tle
325
Leu
Phe
Leu

Gly

Val
405

Gly
Gly
Ser
150
Ser
Lys
Val
Thr
Gln
230
Ile
Gly
Ser
Pro
Asn
310
Ser
Lys
Gly
Val
Gly

390

Ser

Thr
Ser
135
Val
Gln
Ala
Pro
Ile
215
Ala
Lys
Gly
Gly
Gly
295
Tyr
Arg
Thr
Asn
Thr
375

Gly

Pro

Thr
120
Gly
Ser
Gly
Pro
Ser
200
Arg
Asn
Ser
Leu
Phe
280
Lys
Ala
Asp
Glu
Ser
360
Val

Gly

Gly

105
Val

Gly
Ala
Val
Lys
185
Arg
Ser
Ser
Gly
Val
265
Thr
Gly
Thr
Asp
Asp
345
Tyr
Ser

Ser

Gly

150

Thr
Gly
Ser
Asn
170
Leu
Phe
Leu
Phe
Gly
250
Gln
Phe
Leu
Tyr
Ser
330
Thr
Tle
Ser

Gln

Thr
410

Val
Gly
Val
155
Asn
Leu
Ser
Gln
Pro
235
Gly
Pro
Asn
Glu
Tyr
315
Lys
Ala
Ser
Gly
Thr

395
Val

Ser
Ser
140
Gly
Trp
Ile
Gly
Pro
220
Ile
Gly
Gly
Lys
Trp
300
Ala
Asn
Val
Tyr
Gly
380

Val

Thr

Ser
125
Asp
Asp
Leu
Tyr
Ser
205
Glu
Thr
Ser
Gly
Tyr
285
Val
Asp
Thr
Tyr
Trp
365
Gly

Val

Leu

110
Gly

Tle
Arg
Ala
Thr
190
Gly
Asp
Phe
Glu
Ser
270
Ala
Ala
Ser
Ala
Tyr
350
Ala
Gly

Thr

Thr

Gly
Gln
Val
Trp
175
Ala
Ser
Phe
Gly
Val
255
Leu
Met
Arg
Val
Tyr
335
Cys
Tyr
Ser

Gln

Cys
415

Gly
Met
Thr
160
Tyr
Ser
Gly
Ala
Cys
240
Gln
Lys
Asn
Ile
Lys
320
Leu
Val
Trp
Gly
Glu

400
Gly
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Ser
Gln
Leu
Lys
465
Tyr
Thr
Pro
Phe
Val
545
Phe
Pro
Thr
Val
Ala
625
Arg
Gly
Pro
Ser
Gln

705
His

Ser
Lys
Ala
450
Ala
Tyr
Lys
Pro
Pro
530
Thr
Asn
Cys
Val
Ser
610
Lys
Glu
Phe
Glu
Phe
690

Gly

Tyr

Thr
Pro
435
Pro
Ala
Cys
Leu
Cys
515
Pro
Cys
Trp
Glu
Leu
595
Asn
Gly
Glu
Tyr
Asn
675
Phe

Asn

Thr

Gly
420
Gly
Gly
Leu
Val
Thr
500
Pro
Lys
Val
Tyr
Glu
580
His
Lys
Gln
Met
Pro
660
Asn
Leu

Val

Gln

Ala

Gln

Thr

Thr

Leu

485

Val

Ala

Pro

Val

Val

565

Gln

Gln

Ala

Pro

Thr

645

Ser

Tyr

Tyr

Phe

Lys

Val
Ala
Pro
Leu
470
Trp
Leu
Pro
Lys
Val
550
Asp
Tyr
Asp
Leu
Arg
630
Lys
Asp
Lys
Ser
Ser

710

Ser

Thr
Pro
Ala
455
Ser
Tyr
Gly
Glu
Asp
535
Asp
Gly
Gly
Trp
Pro
615
Glu
Asn
Ile
Thr
Lys
695

Cys

Leu

Ser
Arg
440
Arg
Gly
Ser
Gly
Leu
520
Thr
Val
Val
Ser
Leu
600
Ala
Pro
Gln
Ala
Thr
680
Leu

Ser

Ser

Gly
425
Gly
Phe
Val
Asn
Gly
505
Leu
Leu
Ser
Glu
Thr
585
Asn
Pro
Gln
Val
Val
665
Pro
Thr
Val

Leu

151

Asn

Leu

Ser

Gln

Arg

490

Gly

Gly

Met

His

Val

570

Tyr

Gly

Ile

Val

Ser

650

Glu

Pro

Val

Met

Ser

Tyr
Ile
Gly
Pro
475
Trp
Asp
Gly
Ile
Glu
55h
His
Arg
Lys
Glu
Tyr
635
Leu
Trp
Val
Asp
His

715

Pro

Pro
Gly
Ser
460
Glu
Val
Lys
Pro
Ser
540
Asp
Asn
Cys
Glu
Lys
620
Thr
Thr
Glu
Leu
Lys
700

Glu

Gly

Asn
Gly
445
Leu
Asp
Phe
Thr
Ser
525
Arg
Pro
Ala
Val
Tyr
605
Thr
Leu
Cys
Ser
Asp
685
Ser

Ala

Lys

Trp
430
Thr
Leu
Glu
Gly
His
510
Val
Thr
Glu
Lys
Ser
590
Lys
Tle
Pro
Leu
Asn
670
Ser
Arg

Leu

Gly

Val

Lys

Gly

Ala

Gly

495

Thr

Phe

Pro

Val

Thr

075

Val

Cys

Ser

Pro

Val

655

Gly

Asp

Trp

His

Gly

Gln
Phe
Gly
Glu
480
Gly
Cys
Leu
Glu
Lys
560
Lys
Leu
Lys
Lys
Ser
640
Lys
Gln
Gly
Gln
Asn

720
Gly
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Gly
Ser
Cys
Leu
785
Glu
Lys
Lys
Leu
Lys
865
Lys
Ser
Lys
Gln
Gly
945

Gln

Asn

Ser
Gly
Pro
770
Phe
Val
Phe
Pro
Thr
850
Val
Ala
Arg
Gly
Pro
930
Ser

Gln

His

<210>
211>
<212>
<213>
<220>
223>

Gly
Gly
755
Pro
Pro
Thr
Asn
Cys
835
Val
Ser
Lys
Glu
Phe
915
Glu
Phe
Gly
Tyr
148

5
PRT

Gly
740
Gly
Cys
Pro
Cys
Trp
820
Glu
Leu
Asn
Gly
Glu
900
Tyr
Asn
Phe

Asn

Thr
980

NILF5

EILEZIN

725
Gly

Gly
Pro
Lys
Val
805
Tyr
Glu
His
Lys
Gln
885
Met
Pro
Asn
Leu
Val

965
Gln

Gly
Ser
Ala
Pro
790
Val
Val
Gln
Gln
Ala
870
Pro
Thr
Ser
Tyr
Tyr
950

Phe

Lys

Ser
Gly
Pro
775
Lys
Val
Asp
Tyr
Asp
855
Leu
Arg
Lys
Asp
Lys
935
Ser

Ser

Ser

Gly
Gly
760
Glu
Asp
Asp
Gly
Gly
840
Trp
Pro
Glu
Asn
Ile
920
Thr
Lys

Cys

Leu

Gly
745
Gly
Leu
Thr
Val
Val
825
Ser
Leu
Ala
Pro
Gln
905
Ala
Thr
Leu

Ser

Ser
985

152

730
Gly

Gly
Leu
Leu
Ser
810
Glu
Thr
Asn
Pro
Gln
890
Val
Val
Pro
Thr
Val

970
Leu

Gly
Ser
Gly
Met
795
His
Val
Tyr
Gly
Tle
875
Val
Ser
Glu
Pro
Val
955

Met

Ser

Ser
Asp
Gly
780
Ile
Glu
His
Arg
Lys
860
Glu
Tyr
Leu
Trp
Val
940
Asp
His

Pro

Gly
Lys
765
Pro
Ser
Asp
Asn
Cys
845
Glu
Lys
Thr
Thr
Glu
925
Leu
Lys

Glu

Gly

Gly
750
Thr
Ser
Arg
Pro
Ala
830
Val
Tyr
Thr
Leu
Cys
910
Ser
Asp
Ser

Ala

Lys
990

735
Gly

His

Val

Thr

Glu

815

Lys

Ser

Lys

Ile

Pro

895

Leu

Asn

Ser

Arg

Leu
975

Gly
Thr
Phe
Pro
800
Val
Thr
Val
Cys
Ser
880
Pro
Val
Gly
Asp
Trp

960
His
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<400>

148

Asn His Gly Met His

1

<210>
211>
<212>
<213>
<220>
223>
<400>

Gly Ile Trp Ser Glu Gly Ser Asn Lys Tyr Tyr Ala Asp Ala Val Lys

1

Gly
210>
211>
212>
213>
220>
223>
<400>

Ala Thr Tyr Thr Thr Gly Trp Ser Tyr Phe Asp Tyr

1

<210>
211>
<212>
<213>
<220>
223>
<400>

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Ser

1

<210>
211>
<212>
<213>
<220>
223>
<400>

5
149
17
PRT
NTLF3

I EDS
149

5

150
12
PRT

NILF5

I EDS
150

5
151
11
PRT

NILF5

I EDS
151

5
152
7
PRT

NILF5

I EDS
152

Gln Asp Ala Lys Arg Pro Ser

153

10

10

10
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1

<210>
211>
<212>
<213>
<220>
223>
<400>

153
9
PRT

NILF5)

EILEZIN

153

Gln Ala Phe His Gln Ser Thr Trp Val

1

<210>
211>
<212>
<213>
<220>
223>
<400>

154
121
PRT

NILF5)

EILEZIN

154

Gln Val Gln Leu

1

Ser Leu

Gly Met

Ala Gly
50

Lys Gly

65

Leu Gln

Ala Arg

Gln Gly

<210>
211>
<212>
<213>
<220>
223>

Arg

His
35
Tle

Arg

Met

Ala

Thr

115
155
106
PRT

Leu
20
Trp

Trp

Phe

Asn

Thr

100
Leu

NILF5

EILEZIN

5

Val

Ser

Val

Ser

Thr

Ser

85

Tyr

Val

Glu

Cys

Arg

Glu

Ile

70

Leu

Thr

Thr

Ser

Ala

Gln

Gly

95

Ser

Arg

Thr

Val

Gly

Ala

Ala

40

Ser

Arg

Ala

Gly

Ser
120

Gly
Ser
25

Pro
Asn
Asp
Glu
Trp

105

Ser

154

Gly
10

Gly
Gly
Lys
Asn
Asp

90

Ser

Val

Phe

Lys

Tyr

Ser

75

Thr

Tyr

Val
Thr
Cys
Tyr
60

Lys

Ala

Phe

Gln

Phe

Leu

45

Ala

Asn

Val

Pro
Ser
30

Glu
Asp
Thr

Tyr

Tyr
110

Gly
15

Asn
Trp
Ala

Leu

Tyr
95
Trp

Arg
His
Val
Val
Tyr
80

Cys

Gly
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<400>
Ser Tyr Glu

1
Thr

Ser
Gln
Asn
65

Asp

Phe

Ala
Trp
Asp
50

Ser

Glu

Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser

Gly

Ala

Lys

65

Leu

Ala

Gln

Gly

Leu

Met

Gly

50

Gly

Gln

Arg

Gly

Gly

155

Ser
Tyr
35
Ala
Gly
Ala
Cys
156

985
PRT

Leu
Tle
20

Gln

Lys

Asn

Gly
100

NILF5

EILEZIN

156

Arg
His

35
Ile

Arg

Met

Ala

Thr

115

Ser

Leu
Leu
20

Trp
Trp
Phe

Asn

Thr
100
Leu

Gly

Thr

Thr

Gln

Arg

Thr

Tyr

85
Thr

Val

Ser

Val

Ser

Thr

Ser

85

Tyr

Val

Gly

Gln
Cys
Lys
Pro
Ala
70

Tyr

Gln

Glu

Cys

Arg

Glu

Ile

70

Leu

Thr

Thr

Gly

Pro
Ser
Ser
Ser
55

Thr

Cys

Leu

Ser

Ala

Gln

Gly

95

Ser

Thr

Val

Gly

Pro
Gly
Gly
40

Gly
Leu

Gln

Thr

Gly
Ala
Ala
40

Ser
Arg
Ala
Gly
Ser

120

Ser

Ser
Asp
25

Gln
Tle
Thr

Ala

Val
105

Gly
Ser
25

Pro
Asn
Asp
Glu
Trp
105
Ser

Ser

155

Val Ser
10
Lys Leu

Ser Pro

Pro Glu

Ile Ser
75

Phe His

90

Leu

Gly Val
10
Gly Phe

Gly Lys

Lys Tyr

Asn Ser
75

Asp Thr

90

Ser Tyr

Gly Gly

Tyr Glu

Val
Gly
Val
Arg
60

Gly

Gln

Val

Thr

Cys

Tyr

60

Lys

Ala

Phe

Gly

Leu

Ser
Asp
Leu
45

Phe

Thr

Ser

Gln
Phe
Leu
45

Ala
Asn
Val
Asp
Gly

125
Thr

Pro
Lys
30

Val
Ser

Gln

Thr

Pro
Ser
30

Glu
Asp
Thr
Tyr
Tyr
110

Ser

Gln

Gly
15

Tyr
Ile
Gly

Ala

Trp
95

Gly
15

Asn
Trp
Ala
Leu
Tyr
95

Trp

Gly

Pro

Gln

Ala

Tyr

Ser

Met

80
Val

Arg

His

Val

Val

Tyr

80

Cys

Gly

Gly

Pro
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Ser
145
Asp
Gln
Tle
Thr
Ala
225
Val
Gly
Ser
Pro
Asn
305
Ser
Lys
Gly
Val
Gly
385
Ser

Val

Ala

130
Val

Lys
Ser
Pro
Tle
210
Phe
Leu
Gly
Gly
Gly
290
Tyr
Arg
Thr
Asn
Thr
370
Gly
Pro

Thr

Pro

Ser
Leu
Pro
Glu
195
Ser
His
Ser
Leu
Phe
275
Lys
Ala
Asp
Glu
Ser
355
Val
Gly
Gly

Ser

Arg
435

Val

Gly

Val

180

Gly

Gln

Gly

Val

260

Thr

Gly

Thr

Asp

Asp

340

Tyr

Ser

Ser

Gly

Gly

420
Gly

Ser
Asp
165
Leu
Phe
Thr
Ser
Gly
245
Gln
Phe
Leu
Tyr
Ser
325
Thr
Tle
Ser
Gln
Thr
405

Asn

Leu

Pro
150
Lys
Val
Ser
Gln
Thr
230
Gly
Pro
Asn
Glu
Tyr
310
Lys
Ala
Ser
Gly
Thr
390
Val

Tyr

Ile

135
Gly

Tyr
Ile
Gly
Ala
215
Trp
Gly
Gly
Lys
Trp
295
Ala
Asn
Val
Tyr
Gly
375
Val
Thr

Pro

Gly

Gln
Ala
Tyr
Ser
200
Met
Val
Ser
Gly
Tyr
280
Val
Asp
Thr
Tyr
Trp
360
Gly
Val
Leu

Asn

Gly
440

Thr Ala

Ser Trp

170
Gln Asp
185

Asn Ser

Asp Glu

Phe Gly

Glu Val
250

Ser Leu

265

Ala Met

Ala Arg

Ser Val

Ala Tyr
330

Tyr Cys

345

Ala Tyr

Gly Ser
Thr Gln
Thr Cys

410
Trp Val

425
Thr Lys

156

Ser
155
Tyr
Ala
Gly
Ala
Cys
235
Gln
Lys
Asn
Tle
Lys
315
Leu
Val
Trp
Gly
Glu
395
Gly

Gln

Phe

140
Ile

Gln
Lys
Asn
Asp
220
Gly
Leu
Leu
Trp
Arg
300
Asp
Gln
Arg
Gly
Gly
380
Pro
Ser

Gln

Leu

Thr
Gln
Arg
Thr
205
Tyr
Thr
Val
Ser
Val
285
Ser
Arg
Met
His
Gln
365
Gly
Ser
Ser

Lys

Ala
445

Cys
Lys
Pro
190
Ala
Tyr
Gln
Glu
Cys
270
Arg
Lys
Phe
Asn
Gly
350
Gly
Gly
Leu
Thr
Pro

430

Pro

Ser
Ser
175
Ser
Thr
Cys
Leu
Ser
255
Ala
Gln
Tyr
Thr
Asn
335
Asn
Thr
Ser
Thr
Gly
415

Gly

Gly

Gly
160
Gly
Gly
Leu
Gln
Thr
240
Gly
Ala
Ala
Asn
Tle
320
Leu
Phe
Leu
Gly
Val
400
Ala

Gln

Thr
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Pro
Leu
465
Trp
Leu
Pro
Lys
Val
545
Asp
Tyr
Asp
Leu
Arg
625
Lys
Asp
Lys
Ser
Ser
705
Ser

Gly

Ser

Ala
450
Ser
Tyr
Gly
Glu
Asp
530
Asp
Gly
Gly
Trp
Pro
610
Glu
Asn
Ile
Thr
Lys
690
Cys
Leu

Ser

Gly

Arg

Gly

Ser

Gly

Leu

515

Thr

Val

Val

Ser

Leu

595

Ala

Pro

Gln

Ala

Thr

675

Leu

Ser

Ser

Gly

Gly

Phe
Val
Asn
Gly
500
Leu
Leu
Ser
Glu
Thr
580
Asn
Pro
Gln
Val
Val
660
Pro
Thr
Val
Leu
Gly

740
Gly

Ser
Gln
Arg
485
Gly
Gly
Met
His
Val
565
Tyr
Gly
Tle
Val
Ser
645
Glu
Pro
Val
Met
Ser
725

Gly

Gly

Gly
Pro
470
Trp
Asp
Gly
Ile
Glu
550
His
Arg
Lys
Glu
Tyr

630
Leu

Val
Asp
His
710
Pro

Gly

Ser

Ser
455
Glu
Val
Lys
Pro
Ser
535
Asp
Asn
Cys
Glu
Lys
615
Thr
Thr
Glu
Leu
Lys
695
Glu
Gly

Ser

Asp

Phe
Thr
Ser
520
Arg
Pro
Ala
Val
Tyr
600
Thr
Leu
Cys
Ser
Asp
680
Ser
Ala
Lys

Gly

Lys

Leu Gly Gly

Glu
Gly
His
505
Val
Thr
Glu
Lys
Ser
585
Lys
Tle
Pro
Leu
Asn
665
Ser
Arg
Leu
Gly
Gly
745

Thr

157

Ala
Gly
490
Thr
Phe
Pro
Val
Thr
570
Val
Cys
Ser
Pro
Val
650
Gly
Asp
Trp
His
Gly
730

Gly

His

Glu
475
Gly
Cys
Leu
Glu
Lys
555
Lys
Leu
Lys
Lys
Ser
635
Lys
Gln
Gly
Gln
Asn
715
Gly

Gly

Thr

Lys
460
Tyr
Thr
Pro
Phe
Val
540
Phe
Pro
Thr
Val
Ala
620
Arg
Gly
Pro
Ser
Gln
700
His
Gly

Ser

Cys

Ala

Tyr

Lys

Pro

Pro

525

Thr

Asn

Cys

Val

Ser

605

Lys

Glu

Phe

Glu

Phe

685

Gly

Tyr

Ser

Gly

Pro

Ala
Cys
Leu
Cys
510
Pro
Cys
Trp
Glu
Leu
590
Asn
Gly
Glu
Tyr
Asn
670
Phe
Asn
Thr
Gly
Gly

750

Pro

Leu
Val
Thr
495
Pro
Lys
Val
Tyr
Glu
57h
His
Lys
Gln
Met
Pro
655
Asn
Leu
Val
Gln
Gly
735

Gly

Cys

Thr
Leu
480
Val
Ala
Pro
Val
Val
560
Gln
Gln
Ala
Pro
Thr
640

Ser

Tyr

Phe
Lys
720
Gly

Gly

Pro
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755 760

Ala Pro Glu Leu Leu Gly Gly Pro Ser Val Phe

770 775
Pro Lys Asp Thr Leu Met Ile Ser Arg
785 790
Val Val Asp Val Ser His Glu Asp Pro
805
Val Asp Gly Val Glu Val His Asn Ala
820 825
Gln Tyr Gly Ser Thr Tyr Arg Cys Val
835 840
Gln Asp Trp Leu Asn Gly Lys Glu Tyr
850 855
Ala Leu Pro Ala Pro Ile Glu Lys Thr
865 870
Pro Arg Glu Pro Gln Val Tyr Thr Leu
885
Thr Lys Asn Gln Val Ser Leu Thr Cys
900 905
Ser Asp Ile Ala Val Glu Trp Glu Ser
915 920
Tyr Lys Thr Thr Pro Pro Val Leu Asp
930 935
Tyr Ser Lys Leu Thr Val Asp Lys Ser
945 950
Phe Ser Cys Ser Val Met His Glu Ala
965
Lys Ser Leu Ser Leu Ser Pro Gly Lys
980 985
<210> 157
211> 5
<212> PRT
213> NLF
220>
223> HHEK
<400> 157
Asn His Ala Met His
1 5
<210> 158

158

Thr
Glu
810
Lys
Ser
Lys
Tle
Pro
890
Leu
Asn
Ser

Arg

Leu
970

Pro
795
Val
Thr
Val
Cys
Ser
875
Pro
Val
Gly
Asp
Trp

955
His

Leu
780
Glu
Lys
Lys
Leu
Lys
860
Lys
Ser
Lys
Gln
Gly
940

Gln

Asn

765
Phe

Val
Phe
Pro
Thr
845
Val
Ala
Arg
Gly
Pro
925
Ser

Gln

His

Pro
Thr
Asn
Cys
830
Val
Ser
Lys
Glu
Phe
910
Glu
Phe

Gly

Tyr

Pro
Cys
Trp
815
Glu
Leu
Asn
Gly
Glu
895
Tyr
Asn
Phe

Asn

Thr
975

Lys

Val

800

Tyr

Glu

His

Lys

Gln

880

Met

Pro

Asn

Leu

Val

960
Gln
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211> 17

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 158

Gly Ile Trp Ser Glu Gly Ser Asn Lys Tyr Tyr Ala Glu Ser Val Lys
1 5 10 15
Gly

<210> 159

211> 12

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 159

Ala Thr Tyr Thr Thr Gly Trp Ser Tyr Phe Asp Tyr
1 5 10
<210> 160

211> 11

<212> PRT

213> NLF

220>

223> HHEK

<400> 160

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Ser
1 5 10
<210> 161

211> 7

<212> PRT

213> NLF

220>

223> HHEK

<400> 161

Gln Asp Arg Lys Arg Pro Ser

1 5

<210> 162

211> 9

<212> PRT

159
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213>
220>
223>
<400>
Gln Ala
1

210>
211>
212>
213>
220>
223>
<400>
Gln Val
1

Ser Leu

Ala Met

Ala Gly
50

Lys Gly

65

Leu Gln

Ala Arg

Gln Gly

<210>
211>
<212>
<213>
<220>
223>
<400>

NILF5)

EIDEDIN
162
Tyr Asp

163
121
PRT

NILF5

SN ED N
163
Gln Leu

Arg Leu
20

His Trp

35

Ile Trp

Arg Phe

Met Asn

Ala Thr

100

Thr Leu
115
164
106
PRT

NILF5

CIEDS
164

Ala Ser Thr Trp Val

5

Val

Ser

Val

Ser

Thr

Ser

85

Tyr

Val

Glu

Cys

Arg

Glu

Ile

70

Leu

Thr

Thr

Ser

Ala

Gln

Gly

95

Ser

Thr

Val

Gly

Ala

Ala

40

Ser

Arg

Ala

Gly

Ser
120

Gly Gly Val
10

Ser Gly Phe

25

Pro Gly Lys

Asn Lys Tyr

Asp Asn Ser
75
Glu Asp Thr
90
Trp Ser Tyr
105

Ser

Val
Thr
Cys
Tyr
60

Lys

Ala

Phe

Gln
Phe
Leu
45

Ala
Asn

Val

Asp

Pro

Ser

30

Glu

Glu

Thr

Tyr

Tyr
110

Gly
15

Asn
Trp
Ser
Leu
Tyr

95
Trp

Arg
His
Val
Val
Tyr
80

Cys

Gly

Ser Tyr Glu Leu Thr Gln Pro Pro Ser Val Ser Val Ser Pro Gly Gln

1

5

10

15

Thr Ala Ser Ile Thr Cys Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala

160
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Ser Trp Tyr

35

Gln Asp Arg

50

Asn Ser Gly

65

Asp Glu Ala

Phe Gly Cys

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser
Ala
Ala
Lys
65

Leu
Ala
Gln
Gly
Ser

145
Asp

Leu
Met
Gly
50

Gly
Gln
Arg
Gly
Gly
130

Val

Lys

165
985
PRT

20
Gln

Lys

Asn

Asp

Gly
100

NILF5)

EILEZIN

165

Arg
His
35

Tle
Arg
Met
Ala
Thr
115
Ser

Ser

Leu

Leu
Leu
20

Trp
Trp
Phe
Asn
Thr
100
Leu
Gly

Val

Gly

Gln

Arg

Thr

Tyr

85
Thr

Val

Ser

Val

Ser

Thr

Ser

85

Tyr

Val

Gly

Ser

Asp

Lys
Pro
Ala
70

Tyr

Gln

Glu

Cys

Arg

Glu

Ile

70

Leu

Thr

Thr

Gly

Pro

150
Lys

Ser
Ser
55

Thr

Cys

Leu

Ser

Ala

Gln

Gly

95

Ser

Thr
Val
Gly
135

Gly

Tyr

Gly
40

Gly
Leu

Gln

Thr

Gly
Ala
Ala

40

Ser

Ala
Gly
Ser
120
Ser

Gln

Ala

25
Gln

Ile

Thr

Ala

Val
105

Gly
Ser
25

Pro
Asn
Asp
Glu
Trp
105
Ser
Ser
Thr

Ser

161

Ser Pro

Pro Glu

Ile Ser
75

Tyr Asp

90

Leu

Gly Val
10
Gly Phe

Gly Lys
Lys Tyr
Asn Ser
75

Asp Thr
90

Ser Tyr
Gly Gly

Tyr Glu

Ala Ser
155
Trp Tyr

Val
Arg
60

Gly

Ala

Val
Thr
Cys
Tyr
60

Lys
Ala
Phe
Gly
Leu
140

Ile

Gln

Leu
45

Phe
Thr

Ser

Gln
Phe
Leu
45

Ala
Asn
Val
Asp
Gly
125
Thr

Thr

Gln

30
Val

Ser

Gln

Thr

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Ser
Gln

Cys

Lys

Ile

Gly

Ala

Trp
95

Gly
15

Asn
Trp
Ser
Leu
Tyr
95

Trp
Gly
Pro

Ser

Ser

Tyr
Ser
Met

80
Val

Arg

His

Val

Val

Tyr

80

Cys

Gly

Gly

Pro

Gly

160
Gly
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Gln Ser Pro

Tle
Thr
Ala
225
Val
Gly
Ser
Pro
Asn
305
Ser
Lys
Gly
Val
Gly
385
Ser
Val
Ala

Pro

Leu
465

Pro

Ile
210
Tyr

Leu
Gly
Gly
Gly
290
Tyr
Arg
Thr
Asn
Thr
370
Gly
Pro
Thr
Pro
Ala

450

Ser

Glu
195
Ser
Asp
Ser
Leu
Phe
275
Lys
Ala
Asp
Glu
Ser
355
Val
Gly
Gly
Ser
Arg
435

Arg

Gly

Val
180
Arg
Gly
Ala
Gly
Val
260
Thr
Gly
Thr
Asp
Asp
340
Tyr
Ser
Ser
Gly
Gly
420
Gly

Phe

Val

165
Leu

Phe
Thr
Ser
Gly
245
Gln
Phe
Leu
Tyr
Ser
325
Thr
Tle
Ser
Gln
Thr
405
Asn
Leu

Ser

Gln

Val
Ser
Gln
Thr
230
Gly
Pro
Asn
Glu
Tyr
310
Lys
Ala
Ser
Gly
Thr
390
Val
Tyr
Tle

Gly

Pro
470

Ile
Gly
Ala
215
Trp
Gly
Gly
Lys
Trp
295
Ala
Asn
Val
Tyr
Gly
375
Val
Thr
Pro
Gly
Ser

455
Glu

Tyr
Ser
200
Met
Val
Ser
Gly
Tyr
280
Val
Asp
Thr
Tyr
Trp
360
Gly
Val
Leu
Asn
Gly
440

Leu

Asp

Gln
185
Asn
Asp
Phe
Glu
Ser
265
Ala
Ala
Ser
Ala
Tyr
345
Ala
Gly
Thr
Thr
Trp
425
Thr

Leu

Glu

162

170
Asp

Ser

Glu

Gly

Val

250

Leu

Met

Arg

Val

330

Cys

Tyr

Ser

Gln

Cys

410

Val

Lys

Gly

Ala

Arg
Gly
Ala
Cys
235
Gln
Lys
Asn
Ile
Lys
315
Leu
Val
Trp
Gly
Glu
395
Gly
Gln
Phe

Gly

Glu
475

Lys
Asn
Asp
220
Gly
Leu
Leu
Trp
Arg
300
Asp
Gln
Arg
Gly
Gly
380
Pro
Ser
Gln
Leu
Lys

460
Tyr

Arg
Thr
205
Tyr
Thr
Val
Ser
Val
285
Ser
Arg
Met
His
Gln
365
Gly
Ser
Ser
Lys
Ala
445

Ala

Tyr

Pro
190
Ala
Tyr
Gln
Glu
Cys
270
Arg
Lys
Phe
Asn
Gly
350
Gly
Gly
Leu
Thr
Pro
430
Pro

Ala

Cys

175

Ser
Thr
Cys
Leu
Ser
255
Ala
Gln
Tyr
Thr
Asn
335
Asn
Thr
Ser
Thr
Gly
415
Gly
Gly

Leu

Val

Gly
Leu
Gln
Thr
240
Gly
Ala
Ala
Asn
Tle
320
Leu
Phe
Leu
Gly
Val
400
Ala
Gln
Thr

Thr

Leu
480
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Trp

Leu

Pro

Lys

Val

545

Asp

Tyr

Asp

Leu

Arg

625

Lys

Asp

Lys

Ser

Ser

705

Ser

Gly

Ser

Ala

Pro

Tyr
Gly
Glu
Asp
530
Asp
Gly
Gly
Trp
Pro
610
Glu
Asn
Ile
Thr
Lys
690
Cys
Leu
Ser
Gly
Pro

770
Lys

Ser
Gly
Leu
515
Thr
Val
Val
Ser
Leu
595
Ala
Pro
Gln
Ala
Thr
675
Leu
Ser
Ser
Gly
Gly
755

Glu

Asp

Asn
Gly
500
Leu
Leu
Ser
Glu
Thr
580
Asn
Pro
Gln
Val
Val
660
Pro
Thr
Val
Leu
Gly
740
Gly

Leu

Thr

Arg
485
Gly
Gly
Met
His
Val
565
Tyr
Gly
Ile
Val
Ser
645
Glu
Pro
Val
Met
Ser
725
Gly
Gly

Leu

Leu

Trp

Asp

Gly

Ile

Glu

550

His

Arg

Lys

Glu

Tyr

630

Leu

Trp

Val

Asp

His

710

Pro

Gly

Ser

Gly

Met

Val
Lys
Pro
Ser
535
Asp
Asn
Cys
Glu
Lys
615
Thr
Thr
Glu
Leu
Lys
695
Glu
Gly
Ser
Asp
Gly

775
Ile

Phe
Thr
Ser
520
Arg
Pro
Ala
Val
Tyr
600
Thr
Leu
Cys
Ser
Asp
680
Ser
Ala
Lys
Gly
Lys
760

Pro

Ser

Gly
His
505
Val
Thr
Glu
Lys
Ser
585
Lys
Tle
Pro
Leu
Asn
665
Ser
Arg
Leu
Gly
Gly
745
Thr
Ser

Arg

163

Gly
490
Thr
Phe
Pro
Val
Thr
570
Val
Cys
Ser
Pro
Val
650
Gly
Asp
Trp
His
Gly
730
Gly
His
Val

Thr

Gly

Cys

Leu

Glu

Lys

955

Lys

Leu

Lys

Lys

Ser

635

Lys

Gln

Gly

Gln

Asn

715

Gly

Gly

Thr

Phe

Pro

Thr
Pro
Phe
Val
540
Phe
Pro
Thr
Val
Ala
620
Arg
Gly
Pro
Ser
Gln
700
His
Gly
Ser
Cys
Leu

780
Glu

Lys
Pro
Pro
525
Thr
Asn
Cys
Val
Ser
605
Lys
Glu
Phe
Glu
Phe
685
Gly
Tyr
Ser
Gly
Pro
765

Phe

Val

Leu
Cys
510
Pro
Cys
Trp
Glu
Leu
590
Asn
Gly
Glu
Tyr
Asn
670
Phe
Asn
Thr
Gly
Gly
750
Pro

Pro

Thr

Thr
495
Pro
Lys
Val
Tyr
Glu
57h
His
Lys
Gln
Met
Pro
655
Asn
Leu
Val
Gln
Gly
735
Gly
Cys

Pro

Cys

Val

Ala

Pro

Val

Val

560

Gln

Gln

Ala

Pro

Thr

640

Ser

Tyr

Tyr

Phe

Lys

720

Gly

Gly

Pro

Lys

Val
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785

Val Val Asp

Val

Gln

Gln

Ala

865

Pro

Thr

Ser

Tyr

Tyr

945

Phe

Lys

Asp
Tyr
Asp
850
Leu
Arg
Lys
Asp
Lys
930
Ser

Ser

Ser

210>
211>
212>
213>
220>
223>
<400>
Gly Tyr Tyr Trp

1

<210>
211>
<212>
<213>
<220>

Gly
Gly
835
Trp
Pro
Glu
Asn
Tle
915
Thr
Lys
Cys
Leu
166

5
PRT

Val

Val

820

Ser

Leu

Ala

Pro

Gln

900

Ala

Thr

Leu

Ser

Ser
980

NILF5

EILEZIN

166

167
16
PRT

NILF5

Ser

805

Glu

Thr

Asn

Pro

Gln

885

Val

Val

Pro

Thr

Val

965
Leu

Ser

790
His

Val
Tyr
Gly
Tle
870
Val
Ser
Glu
Pro
Val
950

Met

Ser

Glu
His
Arg
Lys
855
Glu
Tyr
Leu
Trp
Val
935
Asp
His

Pro

Asp
Asn
Cys
840
Glu
Lys
Thr
Thr
Glu
920
Leu
Lys

Glu

Gly

Pro
Ala
825
Val
Tyr
Thr
Leu
Cys
905
Ser
Asp
Ser

Ala

Lys
985

164

Glu
810
Lys
Ser
Lys
Tle
Pro
890
Leu
Asn
Ser

Arg

Leu
970

795
Val

Thr

Val

Cys

Ser

875

Pro

Val

Gly

Asp

Trp

955
His

Lys
Lys
Leu
Lys
860
Lys
Ser
Lys
Gln
Gly
940

Gln

Asn

Phe
Pro
Thr
845
Val
Ala
Arg
Gly
Pro
925
Ser

Gln

His

Asn
Cys
830
Val
Ser
Lys
Glu
Phe
910
Glu
Phe

Gly

Tyr

Trp
815
Glu
Leu
Asn
Gly
Glu
895
Tyr
Asn
Phe

Asn

Thr
975

800
Tyr

Glu

His

Lys

Gln

880

Met

Pro

Asn

Leu

Val

960
Gln
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223> HHEK

<400> 167

Asp Ile Asp Ala Ser Gly Ser Thr Lys Tyr Asn Pro Ser Leu Lys Ser
1 5 10 15
<210> 168

211> 12

<212> PRT

213> NI

220>

223> HHEK

<400> 168

Lys Lys Tyr Ser Thr Val Trp Ser Tyr Phe Asp Asn
1 5 10
<210> 169

211> 11

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 169

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Ser
1 5 10
<210> 170

211> 7

<212> PRT

213> NLF¥

220>

223> HHEK

<400> 170

Gln Asp Arg Lys Arg Pro Ser

1 5

210> 171

211> 9

<212> PRT

213> NLF

220>

223> HHEK

<400> 171

Gln Ala Trp Gly Ser Ser Thr Ala Val

165
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1 5
210> 172
211> 120
<212> PRT
213> NLF
220>
223> HHEK
<400> 172
Gln Val Gln Leu Gln Gln Trp Gly Ala Gly Leu Leu Lys Pro Ser Glu
1 5 10 15
Thr Leu Ser Leu Thr Cys Ala Val Tyr Gly Gly Ser Phe Ser Gly Tyr
20 25 30
Tyr Trp Ser Trp Ile Arg Gln Pro Pro Gly Lys Cys Leu Glu Trp Ile
35 40 45
Gly Asp Ile Asp Ala Ser Gly Ser Thr Lys Tyr Asn Pro Ser Leu Lys
50 55 60
Ser Arg Val Thr Ile Ser Leu Asp Thr Ser Lys Asn Gln Phe Ser Leu
65 70 75 80
Lys Leu Asn Ser Val Thr Ala Ala Asp Thr Ala Val Tyr Phe Cys Ala
85 90 95
Arg Lys Lys Tyr Ser Thr Val Trp Ser Tyr Phe Asp Asn Trp Gly Gln
100 105 110
Gly Thr Leu Val Thr Val Ser Ser
115 120
210> 173
211> 106
<212> PRT
213> NLF
220>
223> HHEK
<400> 173
Ser Tyr Glu Leu Thr Gln Pro Ser Ser Val Ser Val Pro Pro Gly Gln
1 5 10 15
Thr Ala Ser Ile Thr Cys Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala
20 25 30
Ser Trp Tyr Gln Gln Lys Pro Gly Gln Ser Pro Val Leu Val Ile Tyr
35 40 45
Gln Asp Arg Lys Arg Pro Ser Gly Val Pro Glu Arg Phe Ser Gly Ser
50 55 60

166
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Asn Ser Gly Asn Thr

65

Asp Glu Ala Asp Tyr

85

Phe Gly Cys Gly Thr

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu Gln

1
Thr

Tyr
Gly
Ser
65

Lys
Arg
Gly
Gly
Val
145
Lys

Ser

Pro

Leu
Trp
Asp
50

Arg
Leu
Lys
Thr
Ser
130
Ser
Leu

Pro

Glu

174
984
PRT

100

NILF5

EILEZIN

174

Ser
Ser
35

Tle
Val
Asn
Lys
Leu
115
Gly
Val
Gly

Val

Arg
195

Leu
20

Trp
Asp
Thr
Ser
Tyr
100
Val
Gly
Pro
Asp
Leu

180
Phe

5
Thr

Tle
Ala
Tle
Val
85

Ser
Thr
Gly
Pro
Lys
165

Val

Ser

Ala Thr Leu

70

Tyr Cys Gln

Lys Leu Thr

Gln
Cys
Arg
Ser
Ser
70

Thr
Thr
Val
Gly
Gly
150
Tyr

Ile

Gly

Trp
Ala
Gln
Gly
55

Leu
Ala
Val
Ser
Ser
135
Gln
Ala

Tyr

Ser

Gly
Val
Pro
40

Ser

Asp

Ala

Ser
120
Ser
Thr
Ser

Gln

Asn
200

Thr Ile Ser Gly Thr Gln Ala Met

75

80

Ala Trp Gly Ser Ser Thr Ala Val

Val
105

Ala
Tyr
25

Pro
Thr
Thr
Asp
Ser
105
Gly
Tyr
Ala
Trp
Asp

185

Ser

167

90
Leu

Gly

10

Gly

Gly

Lys

Ser

Thr

90

Gly

Glu

Ser

Tyr

170

Gly

Leu
Gly
Lys
Tyr
Lys
75

Ala
Phe
Gly
Leu
Ile
155
Gln

Lys

Asn

Leu
Ser
Cys
Asn
60

Asn
Val
Asp
Gly
Thr
140
Thr
Gln

Arg

Thr

Lys

Phe

Leu

45

Pro

Gln

Tyr

Asn

Ser

125

Gln

Cys

Lys

Pro

Ala
205

Pro

Ser

30

Glu

Ser

Phe

Phe

110

Gly

Pro

Ser

Pro

Ser

190
Thr

95

Ser
15
Gly

Leu
Ser
Cys
95

Gly
Gly
Ser
Gly
Gly
175

Gly

Leu

Glu
Tyr
Ile
Lys
Leu
80

Ala
Gln
Gly
Ser
Asp
160
Gln

Val

Thr
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Ile
Trp
225
Leu
Gly
Gly
Gly
Tyr
305
Arg
Thr
Asn
Thr
Gly
385
Pro
Thr
Pro
Ala
Ser
465
Tyr

Gly

Glu

Ser
210
Gly
Ser
Leu
Phe
Lys
290
Ala
Asp
Glu
Ser
Val
370
Gly
Gly
Ser
Arg
Arg
450
Gly
Ser

Gly

Leu

Gly

Ser

Gly

Val

Thr

275

Gly

Thr

Asp

Asp

Tyr

355

Ser

Ser

Gly

Gly

Gly

435

Phe

Val

Asn

Gly

Leu

Thr
Ser
Gly
Gln
260
Phe
Leu
Tyr
Ser
Thr
340
Tle
Ser
Gln
Thr
Asn
420
Leu
Ser
Gln
Arg
Gly

500
Gly

Gln

Thr

Gly

245

Pro

Asn

Glu

Tyr

Lys

325

Ala

Ser

Gly

Thr

Val

405

Tyr

Ile

Gly

Pro

485

Asp

Gly

Ala
Ala
230
Gly
Gly
Lys
Trp
Ala
310
Asn
Val
Tyr
Gly
Val
390
Thr
Pro
Gly
Ser
Glu
470
Val

Lys

Pro

Met
215
Val
Ser
Gly
Tyr
Val
295
Asp
Thr
Tyr
Trp
Gly
375
Val
Leu
Asn
Gly
Leu
455
Asp
Phe

Thr

Ser

Asp

Phe

Glu

Ser

Ala

280

Ala

Ser

Ala

Tyr

Ala

360

Gly

Thr

Thr

Trp

Thr

440

Leu

Glu

Gly

His

Val

Glu Ala Asp

Gly
Val
Leu
265
Met
Arg
Val
Tyr
Cys
345
Tyr
Ser
Gln
Cys
Val
425
Lys
Gly
Ala
Gly
Thr
505

Phe

168

Cys
Gln
250
Lys
Asn
Ile
Lys
Leu
330
Val
Trp
Gly
Glu
Gly
410
Gln
Phe
Gly
Glu
Gly
490

Cys

Leu

Gly
235
Leu
Leu
Trp
Arg
Asp
315
Gln
Arg
Gly
Gly
Pro
395
Ser
Gln
Leu
Lys
Tyr
475
Thr

Pro

Phe

Tyr
220
Thr
Val
Ser
Val
Ser
300
Arg
Met
His
Gln
Gly
380
Ser
Ser
Lys
Ala
Ala
460
Tyr
Lys

Pro

Pro

Tyr

Lys

Glu

Cys

Arg

285

Lys

Phe

Asn

Gly

Gly

365

Gly

Leu

Thr

Pro

Pro

445

Ala

Cys

Leu

Cys

Pro

Cys

Leu

Ser

Ala

270
Gln

Thr
Asn
Asn
350
Thr
Ser
Thr
Gly
Gly
430
Gly
Leu
Val
Thr
Pro

510
Lys

Gln
Thr
Gly
255
Ala
Ala
Asn
Tle
Leu
335
Phe
Leu
Gly
Val
Ala
415
Gln
Thr
Thr
Leu
Val
495

Ala

Pro

Ala
Val
240
Gly
Ser
Pro
Asn
Ser
320
Lys
Gly
Val
Gly
Ser
400
Val
Ala
Pro
Leu
Trp
480
Leu

Pro

Lys
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Asp
Asp
545
Gly
Gly
Trp
Pro
Glu
625
Asn
Tle
Thr
Lys
Cys
705
Leu
Ser
Gly
Pro
Lys
785

Val

Asp

Thr
530
Val
Val
Ser
Leu
Ala
610
Pro
Gln
Ala
Thr
Leu
690
Ser
Ser
Gly
Gly
Glu
770
Asp

Asp

Gly

515
Leu

Ser
Glu
Thr
Asn
595
Pro
Gln
Val
Val
Pro
675
Thr
Val
Leu
Gly
Gly
755
Leu
Thr

Val

Val

Met
His
Val
Tyr
580
Gly
Tle
Val
Ser
Glu
660
Pro
Val
Met
Ser
Gly
740
Gly
Leu
Leu

Ser

Glu
820

Tle
Glu
His
565
Arg
Lys
Glu
Tyr
Leu
645
Trp
Val
Asp
His
Pro
725
Gly
Ser
Gly
Met
His

805
Val

Ser
Asp
550
Asn
Cys
Glu
Lys
Thr
630
Thr
Glu
Leu
Lys
Glu
710
Gly
Ser
Asp
Gly
Tle
790

Glu

His

Arg
535
Pro
Ala
Val
Tyr
Thr
615
Leu
Cys
Ser
Asp
Ser
695
Ala
Lys
Gly
Lys
Pro
775
Ser

Asp

Asn

520
Thr

Glu
Lys
Ser
Lys
600
Tle
Pro
Leu
Asn
Ser
680
Arg
Leu
Gly
Gly
Thr
760
Ser
Arg

Pro

Ala

Pro
Val
Thr
Val
585
Cys
Ser
Pro
Val
Gly
665
Asp
Trp
His
Gly
Gly
745
His
Val
Thr

Glu

Lys
825

169

Glu
Lys
Lys
570
Leu
Lys
Lys
Ser
Lys
650
Gln
Gly
Gln
Asn
Gly
730
Gly
Thr
Phe
Pro
Val

810
Thr

Val
Phe
555
Pro
Thr
Val
Ala
Arg
635
Gly
Pro
Ser
Gln
His
715
Gly
Ser
Cys
Leu
Glu
795

Lys

Lys

Thr
540
Asn
Cys
Val
Ser
Lys
620
Glu
Phe
Glu
Phe
Gly
700
Tyr
Ser
Gly
Pro
Phe
780
Val

Phe

Pro

525
Cys

Trp
Glu
Leu
Asn
605
Gly
Glu
Tyr
Asn
Phe
685
Asn
Thr
Gly
Gly
Pro
765
Pro
Thr

Asn

Cys

Val
Tyr
Glu
His
590
Lys
Gln
Met
Pro
Asn
670
Leu
Val
Gln
Gly
Gly
750
Cys

Pro

Cys

Glu
830

Val
Val
Gln
57h
Gln
Ala
Pro
Thr
Ser
655
Tyr
Tyr
Phe
Lys
Gly
735
Gly
Pro
Lys
Val
Tyr

815
Glu

Val
Asp
560
Tyr
Asp
Leu
Arg
Lys
640
Asp
Lys
Ser
Ser
Ser
720
Gly
Ser
Ala
Pro
Val
800

Val

Gln
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Tyr
Asp
Leu
865
Arg
Lys
Asp
Lys
Ser
945

Ser

Ser

Gly
Trp
850
Pro
Glu
Asn
Tle
Thr
930
Lys

Cys

Leu

210>
211>
212>
213>
220>
223>
<400>
Gly Tyr Tyr Trp

1

210>
211>
212>
213>
220>
223>
<400>
Asp Ile Asp Tyr Ser Gly Ser Thr Lys Tyr Asn Pro Ser Leu Lys Ser

1

<210>

Ser Thr
835
Leu Asn

Ala Pro

Pro Gln

Gln Val
900

Ala Val

915

Thr Pro

Leu Thr

Ser Val

Ser Leu
980
175
5
PRT

NILF5

I EDS
175

176
16
PRT

NILF5

CIEDS
176

177

Tyr
Gly
Ile
Val
885
Ser
Glu
Pro
Val
Met

965

Ser

Ser

5

Arg
Lys
Glu
870
Tyr
Leu
Trp
Val
Asp
950
His

Pro

Cys
Glu
855
Lys
Thr
Thr
Glu
Leu
935
Lys

Glu

Gly

Val
840
Tyr
Thr
Leu
Cys
Ser
920
Asp
Ser

Ala

Lys

Ser Val Leu

Lys

Ile

Pro

Leu

905

Asn

Ser

Arg

Leu

170

Cys

Ser

Pro

890

Val

Gly

Asp

Trp

His
970

10

Lys
Lys
875
Ser
Lys
Gln
Gly
Gln

955

Asn

Thr
Val
860
Ala
Arg
Gly
Pro
Ser
940

Gln

His

Val
845
Ser
Lys
Glu
Phe
Glu
925

Phe

Gly

Leu

Asn

Gly

Glu

Tyr

910

Asn

Phe

Asn

Thr

His

Lys

Gln

Met

895

Pro

Asn

Leu

Val

Gln
975

15

Gln

Ala

Pro

880

Thr

Ser

Tyr

Tyr

Phe

960
Lys
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211> 12

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 177

Lys Lys Tyr Ser Thr Val Trp Ser Tyr Phe Asp Tyr
1 5 10
<210> 178

211> 11

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 178

Ser Gly Asp Lys Leu Gly Asp Lys Tyr Ala Asn
1 5 10
<210> 179

211> 7

<212> PRT

213> NILFFF

220>

223> HHEK

<400> 179

His Asp Asn Lys Arg Pro Ser

1 5

<210> 180

211> 9

<212> PRT

213> NIFFF

220>

223> HHEK

<400> 180

Gln Ala Tyr Gly Ile Ser Ser Ala Val

1 5

<210> 181

211> 120

<212> PRT

213> NIFFF

171
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<220>
223>
<400>

I EDS
181

Gln Val Gln Leu Gln

1
Thr Leu

Tyr Trp

Gly Asp
50

Ser Arg

65

Lys Leu

Arg Lys

Gly Thr

210>
211>
212>
213>
220>
223>
<400>
Ser Tyr
1

Thr Ala

Asn Trp

His Asp
50

Asn Ser

65

Asp Glu

Phe Gly

Ser Leu
20

Ser Trp

35

Ile Asp

Val Thr

Asn Ser

Lys Tyr

100

Leu Val
115
182
106
PRT

NILF5

SN EN
182
Glu Leu

Ser Ile
20
Tyr Gln

35
Asn Lys

Gly Asn

Ala Asp

Cys Gly

5
Thr

Ile
Tyr
Ile
Val
85

Ser

Thr

Thr

Thr

Gln

Arg

Thr

Tyr

85
Thr

Gln

Cys

Arg

Ser

Ser

70

Thr

Thr

Val

Gln
Cys
Lys
Pro
Ala
70

Tyr

Lys

Trp

Ala

Gln

Gly

95

Leu

Ala

Val

Ser

Pro
Ser
Pro
Ser
55

Thr

Cys

Leu

Gly
Val
Pro

40

Ser

Ala

Trp

Ser
120

Ala
Gly
Gly
40

Gly
Leu

Gln

Thr

Ala
Tyr
25

Pro
Thr
Thr

Asp

Ser
105

Ser

Asp

25

Gln

Ile

Thr

Ala

Val

172

Gly
10

Gly
Gly
Lys

Ser

Thr
90
Tyr

Ala
10
Lys

Ser

Pro

Ile

Tyr

90
Leu

Leu
Gly
Lys
Tyr
Lys
75

Ala

Phe

Ser

Leu

Pro

Glu

Ser

75
Gly

Leu
Ser
Cys
Asn
60

Asn

Val

Asp

Val

Gly

Ile

60

Gly

Ile

Lys
Phe
Leu
45

Pro
Gln

Tyr

Tyr

Ser
Asp
Leu
45

Phe

Thr

Ser

Pro
Ser
30

Glu
Ser
Phe

Phe

Trp
110

Pro
Lys
30

Val
Ser

Gln

Ser

Ser
15
Gly

Leu
Ser
Cys

95
Gly

Gly
15

Tyr
Ile
Gly

Ala

Ala
95

Glu

Tyr

Ile

Lys

Leu

80

Ala

Gln

Gln

Ala

Tyr

Ser

Met

80
Val
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210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu Gln

1
Thr

Tyr
Gly
Ser
65

Lys
Arg
Gly
Gly
Ala
145
Lys
Ser
Pro
Ile
Tyr

225
Leu

Leu

Trp

Leu
Lys
Thr
Ser
130
Ser
Leu
Pro
Glu
Ser
210

Gly

Ser

183
984
PRT

100

NILF5)

EILEZIN

183

Ser

Ser

35

Ile

Val

Asn

Lys

Leu

115

Gly

Val

Gly

Ile

195

Gly

Ile

Gly

Leu
20

Trp
Asp
Thr
Ser
Tyr
100
Val
Gly
Ser
Asp
Leu
180
Phe
Thr

Ser

Gly

5
Thr

Ile

Tyr

Ile

Val

85

Ser

Thr

Gly

Pro

Lys

165

Val

Ser

Gln

Ser

Gly

Gln
Cys
Arg
Ser
Ser
70

Thr
Thr
Val
Gly
Gly
150
Tyr
Ile
Gly
Ala
Ala

230
Gly

Trp
Ala
Gln
Gly
55

Leu
Ala
Val
Ser
Ser
135
Gln
Ala
Tyr
Ser
Met
215

Val

Ser

Gly
Val
Pro
40

Ser
Asp
Ala
Trp
Ser
120
Ser
Thr
Asn
His
Asn
200
Asp

Phe

Glu

Ala
Tyr
25

Pro
Thr
Thr
Asp
Ser
105
Gly
Tyr
Ala
Trp
Asp
185
Ser
Glu
Gly

Val

173

Gly

10

Gly

Gly

Lys

Ser

Thr

90

Tyr

Gly

Glu

Ser

170

Asn

Gly

Ala

Cys

Gln

Leu
Gly
Lys
Tyr
Lys
75

Ala
Phe
Gly
Leu
Ile
155
Gln
Lys
Asn
Asp
Gly

235
Leu

Leu
Ser
Cys
Asn
60

Asn
Val
Asp
Gly
Thr
140
Thr
Gln
Arg
Thr
Tyr
220

Thr

Val

Lys
Phe
Leu
45

Pro
Gln
Tyr
Tyr
Ser
125
Gln
Cys
Lys
Pro
Ala
205
Tyr

Lys

Glu

Pro
Ser
30

Glu
Ser
Phe
Phe
Trp
110
Gly
Pro
Ser
Pro
Ser
190
Thr
Cys

Leu

Ser

Ser
15

Gly
Trp
Leu
Ser
Cys
95

Gly
Gly
Ala
Gly
Gly
175
Gly
Leu
Gln

Thr

Gly

Glu
Tyr
Ile
Lys
Leu
80

Ala
Gln
Gly
Ser
Asp
160
Gln
Ile
Thr
Ala
Val

240
Gly
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Gly Leu Val

Gly
Gly
Tyr
305
Arg
Thr
Asn
Thr
Gly
385
Pro
Thr
Pro
Ala
Ser
465
Tyr
Gly
Glu

Asp

Asp
545

Phe
Lys
290
Ala
Asp
Glu
Ser
Val
370
Gly
Gly
Ser
Arg
Arg
450
Gly
Ser
Gly
Leu
Thr

530
Val

Thr
275
Gly
Thr
Asp
Asp
Tyr
355
Ser
Ser
Gly
Gly
Gly
435
Phe
Val
Asn
Gly
Leu
515

Leu

Ser

Gln
260
Phe
Leu
Tyr
Ser
Thr
340
Tle
Ser
Gln
Thr
Asn
420
Leu
Ser
Gln
Arg
Gly
500
Gly

Met

His

245

Pro
Asn
Glu
Tyr
Lys
325
Ala
Ser
Gly
Thr
Val
405
Tyr
Ile
Gly
Pro
Trp
485
Asp
Gly

Ile

Glu

Gly
Lys
Trp
Ala
310
Asn
Val
Tyr
Gly
Val
390
Thr
Pro
Gly
Ser
Glu
470
Val
Lys
Pro

Ser

Asp
550

Gly
Tyr
Val
295
Asp
Thr
Tyr
Trp
Gly
375
Val
Leu
Asn
Gly
Leu
455
Asp
Phe
Thr
Ser
Arg

535

Pro

Ser
Ala
280
Ala
Ser
Ala
Tyr
Ala
360
Gly
Thr
Thr
Trp
Thr
440
Leu
Glu
Gly
His
Val
520

Thr

Glu

Leu
265
Met
Arg
Val
Tyr
Cys
345
Tyr
Ser
Gln
Cys
Val
425
Lys
Gly
Ala
Gly
Thr
505
Phe

Pro

Val

174

250
Lys

Asn
Ile
Lys
Leu
330
Val
Trp
Gly
Glu
Gly
410
Gln
Phe
Gly
Glu
Gly
490
Cys
Leu

Glu

Lys

Leu
Trp
Arg
Asp
315
Gln
Arg
Gly
Gly
Pro
395
Ser
Gln
Leu
Lys
Tyr
475
Thr
Pro
Phe

Val

Phe
555

Ser
Val
Ser
300
Arg
Met
His
Gln
Gly
380
Ser
Ser
Lys
Ala
Ala
460
Tyr
Lys
Pro
Pro
Thr

540

Asn

Cys
Arg
285
Lys
Phe
Asn
Gly
Gly
365
Gly
Leu
Thr
Pro
Pro
445
Ala
Cys
Leu
Cys
Pro
525

Cys

Trp

Ala
270
Gln
Tyr
Thr
Asn
Asn
350
Thr
Ser
Thr
Gly
Gly
430
Gly
Leu
Val
Thr
Pro
510
Lys

Val

Tyr

255
Ala

Ala
Asn
Tle
Leu
335
Phe
Leu
Gly
Val
Ala
415
Gln
Thr
Thr
Leu
Val
495
Ala
Pro

Val

Val

Ser
Pro
Asn
Ser
320
Lys
Gly
Val
Gly
Ser
400
Val
Ala
Pro
Leu
Trp
480
Leu
Pro
Lys

Val

Asp
560
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Gly

Gly

Trp

Pro

Glu

625

Asn

Ile

Thr

Lys

Cys

705

Leu

Ser

Gly

Pro

Lys

785

Val

Asp

Tyr

Asp

Leu

Val
Ser
Leu
Ala
610
Pro
Gln
Ala
Thr
Leu
690
Ser
Ser
Gly
Gly
Glu
770
Asp
Asp
Gly
Gly
Trp

850

Pro

Glu
Thr
Asn
595
Pro
Gln
Val
Val
Pro
675
Thr
Val
Leu
Gly
Gly
755
Leu
Thr
Val
Val
Ser
835

Leu

Ala

Val
Tyr
580
Gly
Tle
Val
Ser
Glu
660
Pro
Val
Met
Ser
Gly
740
Gly
Leu
Leu
Ser
Glu
820
Thr

Asn

Pro

His
565
Arg
Lys
Glu
Tyr
Leu
645
Trp
Val
Asp
His
Pro
725
Gly
Ser
Gly
Met
His
805
Val
Tyr

Gly

Ile

Asn

Cys

Glu

Lys

Thr

630

Thr

Glu

Leu

Lys

Glu

710

Gly

Ser

Asp

Gly

Ile

790

Glu

His

Arg

Lys

Glu

Ala
Val
Tyr
Thr
615
Leu
Cys
Ser
Asp
Ser
695
Ala
Lys
Gly
Lys
Pro
775
Ser
Asp
Asn
Cys
Glu

855
Lys

Lys
Ser
Lys
600
Tle
Pro
Leu
Asn
Ser
680
Arg
Leu
Gly
Gly
Thr
760
Ser
Arg
Pro
Ala
Val
840

Tyr

Thr

Thr Lys Pro

Val
585
Cys
Ser
Pro
Val
Gly
665
Asp
Trp
His
Gly
Gly
745
His
Val
Thr
Glu
Lys
825
Ser
Lys

Ile

175

570
Leu

Lys
Lys
Ser
Lys
650
Gln
Gly
Gln
Asn
Gly
730
Gly
Thr
Phe
Pro
Val
810
Thr
Val

Cys

Ser

Thr
Val
Ala
Arg
635
Gly
Pro
Ser
Gln
His
715
Gly
Ser
Cys
Leu
Glu
795
Lys
Lys
Leu

Lys

Lys

Cys
Val
Ser
Lys
620
Glu
Phe
Glu
Phe
Gly
700
Tyr
Ser
Gly
Pro
Phe
780
Val
Phe
Pro
Thr
Val

860
Ala

Glu
Leu
Asn
605
Gly
Glu
Tyr
Asn
Phe
685
Asn
Thr
Gly
Gly
Pro
765
Pro
Thr
Asn
Cys
Val
845

Ser

Lys

Glu
His
590
Lys
Gln
Met
Pro
Asn
670
Leu
Val
Gln
Gly
Gly
750
Cys
Pro
Cys
Trp
Glu
830
Leu

Asn

Gly

Gln
57h
Gln
Ala
Pro
Thr
Ser
655
Tyr
Tyr
Phe
Lys
Gly
735
Gly
Pro
Lys
Val
Tyr
815
Glu
His
Lys

Gln

Tyr

Asp

Leu

Arg

Lys

640

Asp

Lys

Ser

Ser

Ser

720

Gly

Ser

Ala

Pro

Val

800

Val

Gln

Gln

Ala

Pro
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865
Arg Glu

Lys Asn

Asp Tle

Lys Thr
930

Ser Lys

945

Ser Cys

Ser Leu

210>
211>
212>
213>
220>
223>
<400>
Gln Val
1

Ser Leu
Gly Met
Ala Phe
50

Lys Asp
65

Leu Gln
Ala Arg

Asp Val

Gly Ser

Pro

Gln

Ala

915

Thr

Leu

Ser

Ser

184

989
PRT

Gln

Val

900

Val

Pro

Thr

Val

Leu
980

NILF5

EILEZIN

184
Gln

Arg
His
35

Ile
Arg
Met
Arg
Trp

115
Gly

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100

Gly

Gly

Val
885
Ser
Glu
Pro
Val
Met

965

Ser

Val

Ser

Val

Tyr

Thr

Ser

85

Gly

Gln

Gly

870
Tyr

Leu

Val
Asp
950

His

Pro

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Thr
Thr
Glu
Leu
935
Lys

Glu

Gly

Ser

Ala

Gln

Gly

95

Ser

Ile

Thr

Ser

Leu
Cys
Ser
920
Asp
Ser

Ala

Lys

Gly
Ala
Ala
40

Ser
Arg
Ala
Gly
Thr

120
Gly

Pro
Leu
905
Asn
Ser

Arg

Leu

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val

Gly

176

Pro
890
Val
Gly
Asp

Trp

His
970

Gly

10

Gly

Gly

Lys

Asn

90

Ile

Thr

Gly

875

Ser

Lys

Gln

Gly

Gln

955

Asn

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Arg
Gly
Pro
Ser
940

Gln

His

Val

Thr

Gly

Tyr

60

Lys

Ala

Tyr

Ser

Ser

Glu
Phe
Glu
925
Phe

Gly

Tyr

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser

125

Ser

Glu
Tyr
910
Asn
Phe

Asn

Thr

Pro

Ser

30

Glu

Glu

Thr

Tyr

110

Gly

Tyr

Met
895
Pro
Asn
Leu

Val

Gln
975

Gly
15

Ser

Ser
Leu
Tyr
95

Gly

Gly

Glu

880
Thr

Ser

Tyr

Tyr

Phe

960
Lys

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu
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Thr
145
Thr
Gln
Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser

Ser

Lys

130
Gln

Cys
Arg
Pro
Ala
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu

Thr

Pro

Pro
Ser
Pro
Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr

Gly

Gly
435

Pro
Gly
Gly
180
Gly
Leu
Gln
Thr
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala

420
Gln

Ser
Asp
165
Gln
Tle
Thr
Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405

Val

Ala

Val
150
Arg
Ser
Pro
Tle
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro

Thr

Pro

135

Ser
Leu
Pro
Glu
Ser
215
Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly

Ser

Arg

Val

Gly

Leu

200

Gly

Ser

Gly

Val

Thr

280

Gly

Thr

Asp

Asp

Tyr

360

Ser

Ser

Gly

Gly

Gly
440

Ser
Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn

425
Leu

177

Pro
Lys
170
Val
Ser
Gln
Thr
Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410

Tyr

Ile

Gly
155
Tyr
Tle
Gly
Ala
Val
235
Gly

Gly

Lys

Ala
315

Asn

Val

Tyr

Gly

Val

395

Thr

Pro

Gly

140
Gln

Thr
Tyr
Ser
Met
220
Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu

Asn

Gly

Thr
Ser
Gln
Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr

Trp

Thr
445

Ala

Trp

190

Ser

Glu

Gly

Val

Leu

270
Met

Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val

430
Lys

Ser
Tyr
175
Thr
Gly
Ala
Gly
Gln
255
Lys
Asn
Tle
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415

Gln

Phe

Ile
160
Gln
Lys
Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser

Gln

Leu
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Ala
Ala
465
Tyr
Lys
Pro
Pro
Thr
545
Asn
Cys
Val
Ser
Lys
625
Glu
Phe
Glu
Phe
Gly
705
Tyr

Ser

Gly

Pro
450
Ala
Cys
Leu
Cys
Pro
530
Cys
Trp
Glu
Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe
690
Asn
Thr

Gly

Gly

Gly

Leu

Val

Thr

Pro

515

Lys

Val

Tyr

Glu

His

595

Lys

Gln

Met

Pro

Asn

675

Leu

Val

Gln

Gly

Gly

Thr
Thr
Leu
Val
500
Ala
Pro
Val
Val
Gln
580
Gln
Ala
Pro
Thr
Ser
660
Tyr
Tyr
Phe
Lys
Gly

740
Gly

Pro

Leu

485

Leu

Pro

Lys

Val

Asp

565

Tyr

Asp

Leu

Arg

Lys

645

Asp

Lys

Ser

Ser

Ser

725

Gly

Ser

Ala
Ser
470
Tyr
Gly
Glu
Asp
Asp
550
Gly
Gly
Trp
Pro
Glu
630
Asn
Ile
Thr
Lys
Cys
710
Leu

Ser

Gly

Arg
455
Gly
Ser
Gly
Leu
Thr
535
Val
Val
Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695
Ser
Ser

Gly

Gly

Phe

Val

Asn

Gly

Leu

520

Leu

Ser

Glu

Thr

Asn

600

Pro

Gln

Val

Val

Pro

680

Thr

Val

Leu

Gly

Gly

Ser Gly Ser

Gln
Arg
Gly
505
Gly
Met
His
Val
Tyr
585
Gly
Tle
Val
Ser
Glu
665
Pro
Val
Met
Ser
Gly
745

Gly

178

Pro
Trp
490
Asp
Gly
Ile
Glu
His
570
Arg
Lys
Glu
Tyr
Leu
650
Trp
Val
Asp
His
Pro
730

Gly

Ser

Glu
475
Val
Lys
Pro
Ser
Asp
555
Asn
Cys
Glu
Lys
Thr
635
Thr
Glu
Leu
Lys
Glu
715
Gly

Ser

Asp

Leu

460

Phe

Thr

Ser

Arg

540

Pro

Ala

Val

Tyr

Thr

620

Leu

Cys

Ser

Asp

Ser

700

Ala

Lys

Gly

Lys

Leu

Glu

Gly

His

Val

525

Thr

Glu

Lys

Ser

Lys

605

Ile

Pro

Leu

Asn

Ser

685

Arg

Leu

Gly

Gly

Thr

Gly
Ala
Gly
Thr
510
Phe
Pro
Val
Thr
Val
590
Cys
Ser
Pro
Val
Gly
670
Asp
Trp
His
Gly
Gly

750
His

Gly
Glu
Gly
495
Cys
Leu
Glu
Lys
Lys
575
Leu
Lys
Lys
Ser
Lys
655
Gln
Gly
Gln
Asn
Gly
735

Gly

Thr

Lys
Tyr
480
Thr
Pro
Phe
Val
Phe
560
Pro
Thr
Val
Ala
Arg
640
Gly
Pro
Ser
Gln
His
720
Gly

Ser

Cys
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Pro
Phe
785
Val
Phe
Pro
Thr
Val
865
Ala
Arg
Gly
Pro
Ser
945

Gln

His

Pro
770
Pro
Thr
Asn
Cys
Val
850
Ser
Lys
Glu
Phe
Glu
930
Phe

Gly

Tyr

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln Leu Val Glu Ser Gly Gly Gly Val Val Gln Pro Gly Gly

1

755
Cys Pro

Pro Lys

Cys Val

Trp Tyr
820

Glu Glu

835

Leu His

Asn Lys

Gly Gln

Glu Met

900
Tyr Pro
915

Asn Asn

Phe Leu

Asn Val

Thr Gln
980

185

987

PRT

NILF5

CIEDS
185

Ala

Pro

Val

805

Val

Gln

Gln

Ala

Pro

885

Thr

Ser

Tyr

Tyr

Phe

965
Lys

5

Pro
Lys
790
Val

Asp

Tyr

Leu
870
Arg
Lys
Asp
Lys
Ser
950

Ser

Ser

Glu
775
Asp
Asp
Gly
Gly
Trp
855
Pro
Glu
Asn
Ile
Thr
935
Lys

Cys

Leu

760
Leu

Thr

Val

Val

Ser

840

Leu

Ala

Pro

Gln

Ala

920

Thr

Leu

Ser

Ser

Leu

Leu

Ser

Glu

825

Thr

Asn

Pro

Gln

Val

905

Val

Pro

Thr

Val

Leu
985

Gly Gly

Met Tle
795

His Glu

810

Val His

Tyr Arg
Gly Lys
Ile Glu
875
Val Tyr
890
Ser Leu
Glu Trp
Pro Val
Val Asp
Met His

970

Ser Pro

10

Pro
780

Ser

Asn
Cys
Glu
860
Lys
Thr
Thr
Glu
Leu
940
Lys

Glu

Gly

765

Ser

Arg

Pro

Ala

Val

845

Tyr

Thr

Leu

Cys

Ser

925

Asp

Ser

Ala

Lys

Val
Thr
Glu
Lys
830
Ser
Lys
Tle
Pro
Leu
910
Asn
Ser

Arg

Leu

Phe
Pro
Val
815
Thr
Val
Cys
Ser
Pro
895
Val
Gly
Asp

Trp

His
975

15

Leu
Glu
800
Lys
Lys
Leu
Lys
Lys
880
Ser
Lys
Gln
Gly
Gln

960

Asn

Ser Leu Arg Leu Ser Cys Ala Ala Ser Gly Phe Thr Phe Ser Ser Tyr

179
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Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145
Thr
Gln
Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser

305
Arg

Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln
Cys
Arg
Pro
Ala
210
Tyr
Lys
Glu
Cys
Arg
290

Lys

Phe

His
35

Tle
Arg
Met
Arg
Trp
115
Gly
Pro
Ser
Pro
Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln

Tyr

Thr

20
Trp

Trp
Phe
Asn
Ala
100
Gly
Gly
Pro
Gly
Gly
180
Gly
Leu
Gln
Thr
Gly
260
Ala
Ala

Asn

Ile

Val
Tyr
Thr
Ser
85

Gly
Gln
Gly
Ser
Asp
165
Gln
Tle
Thr
Ala
Val
245
Gly
Ser
Pro

Asn

Ser
325

Arg
Glu
Ile
70

Leu
Ile
Gly
Gly
Val
150
Arg
Ser
Pro
Ile
Trp
230
Leu
Gly
Gly
Gly
Tyr

310
Arg

Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135
Ser
Leu
Pro
Glu
Ser
215
Glu
Ser
Leu
Phe
Lys
295

Ala

Asp

Ala
40

Ser
Arg
Ala
Gly
Thr
120
Gly
Val
Gly
Leu
Arg
200
Gly
Ser
Gly
Val
Thr
280
Gly

Thr

Asp

25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser
Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265
Phe
Leu

Tyr

Ser

180

Gly
Lys
Asn
Asp
90

Tle
Thr
Gly
Pro
Lys
170
Val
Ser
Gln
Thr
Gly
250
Pro
Asn
Glu

Tyr

Lys
330

Lys
Tyr
Ser
75

Thr
Gly
Val
Gly
Gly
155
Tyr
Ile
Gly
Ala
Val
235
Gly
Gly
Lys
Trp
Ala

315

Asn

Gly
Tyr
60

Lys
Ala
Tyr
Ser
Ser
140
Gln
Thr
Tyr
Ser
Met
220
Val
Ser
Gly
Tyr
Val
300

Asp

Thr

Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala

Ser

Ala

30
Glu

Glu

Thr

Tyr
110
Gly

Asp
190
Ser
Glu
Gly
Val
Leu
270
Met

Arg

Val

Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr
175
Thr
Gly
Ala
Gly
Gln
255
Lys
Asn
Ile

Lys

Leu
335

Val
Val
Tyr
80

Cys
Met
Gly
Leu
Ile
160
Gln
Lys
Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp

320
Gln
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Met Asn

His Gly

Gln Gly
370

Gly Gly

385

Ser Leu

Ser Thr

Lys Pro

Ala Pro
450

Ala Ala

465

Tyr Cys

Lys Leu

Pro Cys

Pro Pro
530

Thr Cys

545

Asn Trp

Cys Glu

Val Leu

Ser Asn
610

Lys Gly

625

Glu Glu

Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu
Val
Thr
Pro
515
Lys
Val
Tyr
Glu
His
595
Lys

Gln

Met

Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr
Leu
Val
500
Ala
Pro
Val
Val
Gln
580
Gln
Ala

Pro

Thr

Lys

Gly

Val

Gly

Ser

405

Val

Ala

Pro

Leu

Trp

485

Leu

Pro

Lys

Val

Asp

565

Tyr

Asp

Leu

Arg

Lys

Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser
470
Tyr
Gly
Glu
Asp
Asp
550
Gly
Gly
Trp
Pro
Glu

630

Asn

Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455
Gly
Ser
Gly
Leu
Thr
535
Val
Val
Ser
Leu
Ala
615

Pro

Gln

Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe
Val
Asn
Gly
Leu
520
Leu
Ser
Glu
Thr
Asn
600
Pro

Gln

Val

Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser
Gln
Arg
Gly
505
Gly
Met
His
Val
Tyr
585
Gly
Tle
Val

Ser

181

Ala

Ser

Gly

Thr

Val

410

Tyr

Ile

Gly

Pro

Trp

490

Asp

Gly

Ile

Glu

His

570

Arg

Lys

Glu

Tyr

Leu

Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu
475
Val
Lys
Pro
Ser
Asp
555
Asn
Cys
Glu
Lys
Thr

635
Thr

Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460
Asp
Phe
Thr
Ser
Arg
540
Pro
Ala
Val
Tyr
Thr
620

Leu

Cys

Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu
Glu
Gly
His
Val
525
Thr
Glu
Lys
Ser
Lys
605
Tle

Pro

Leu

Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly
Ala
Gly
Thr
510
Phe
Pro
Val
Thr
Val
590
Cys
Ser

Pro

Val

Val

Trp

Gly

Glu

Gly

415

Gln

Phe

Gly

Glu

Gly

495

Cys

Leu

Glu

Lys

Lys

075

Leu

Lys

Lys

Ser

Lys

Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr
480
Thr
Pro
Phe
Val
Phe
560
Pro
Thr
Val
Ala
Arg

640
Gly
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Phe Tyr Pro

Glu
Phe
Gly
705
Tyr
Gly
Gly
Cys
Pro
785
Cys
Trp
Glu
Leu
Asn
865
Gly
Glu
Tyr

Asn

Phe
945

Asn
Phe
690
Asn
Thr
Gly
Gly
Pro
770
Lys
Val
Tyr
Glu
His
850
Lys
Gln
Met
Pro
Asn

930
Leu

Asn
675
Leu
Val
Gln
Gly
Ser
755
Ala
Pro
Val
Val
Gln
835
Gln
Ala
Pro
Thr
Ser
915

Tyr

Tyr

Ser
660
Tyr
Tyr
Phe
Lys
Ser
740
Gly
Pro
Lys
Val
Asp
820
Tyr
Asp
Leu
Arg
Lys
900
Asp

Lys

Ser

645
Asp

Lys
Ser
Ser
Ser
725
Gly
Gly
Glu
Asp
Asp
805
Gly
Gly
Trp
Pro
Glu
885
Asn
Ile

Thr

Lys

Tle
Thr
Lys
Cys
710
Leu
Gly
Gly
Leu
Thr
790
Val
Val
Ser
Leu
Ala
870
Pro
Gln
Ala

Thr

Leu
950

Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Leu
775
Leu
Ser
Glu
Thr
Asn
855
Pro
Gln
Val
Val
Pro

935
Thr

Val
Pro
680
Thr
Val
Leu
Gly
Ser
760
Gly
Met
His
Val
Tyr
840
Gly
Tle
Val
Ser
Glu
920

Pro

Val

Glu
665
Pro
Val
Met
Ser
Ser
745
Asp
Gly
Ile
Glu
His
825
Arg
Lys
Glu
Tyr
Leu
905
Trp

Val

Asp

182

650

Val
Asp
His
Pro
730
Gly
Lys
Pro
Ser
Asp
810
Asn
Cys
Glu
Lys
Thr
890
Thr
Glu

Leu

Lys

Glu
Leu
Lys
Glu
715
Gly
Gly
Thr
Ser
Arg
795
Pro
Ala
Val
Tyr
Thr
875
Leu
Cys
Ser

Asp

Ser
955

Ser
Asp
Ser
700
Ala
Gly
Gly
His
Val
780
Thr
Glu
Lys
Ser
Lys
860
Tle
Pro
Leu
Asn
Ser

940
Arg

Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765
Phe
Pro
Val
Thr
Val
845
Cys
Ser
Pro
Val
Gly
925

Asp

Trp

Gly
670
Asp
Trp
His
Gly
Ser
750
Cys
Leu
Glu
Lys
Lys
830
Leu
Lys
Lys
Ser
Lys
910
Gln

Gly

Gln

655
Gln

Gly
Gln
Asn
Ser
735
Gly
Pro
Phe
Val
Phe
815
Pro
Thr
Val
Ala
Arg
895
Gly
Pro

Ser

Gln

Pro
Ser
Gln
His
720
Gly
Gly
Pro
Pro
Thr
800
Asn
Cys
Val
Ser
Lys
880
Glu
Phe
Glu

Phe

Gly
960
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Asn Val Phe Ser Cys Ser Val Met His Glu Ala Leu His Asn His Tyr

965

970

Thr Gln Lys Ser Leu Ser Leu Ser Pro Gly Lys

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145
Thr
Gln

Arg

Thr

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln
Cys
Arg

Pro

Ala
210

186
501
PRT

980

NILF5)

EILEZIN

186

Arg
His
35

Tle
Arg
Met
Arg
Trp
115
Gly
Pro
Ser
Pro
Ser

195
Thr

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly
Pro
Gly
Gly
180

Gly

Leu

Val

Ser

Val

Tyr

Thr

Ser

85

Gly

Gln

Gly

Ser

Asp

165

Gln

Ile

Thr

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Val

150

Arg

Ser

Pro

Ile

Ser

Ala

Gln

Gly

95

Ser

Arg

Ile

Thr

Ser

135

Ser

Leu

Pro

Glu

Ser
215

Gly
Ala
Ala

40

Ser

Ala

Gly

Thr

120

Gly

Val

Gly

Leu

200
Gly

985

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser
Glu
Leu
185

Phe

Thr

183

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile
Thr
Gly
Pro
Lys
170
Val

Ser

Gln

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Gly

155

Tyr

Ile

Gly

Ala

Val

Thr

Cys

Tyr

60

Lys

Ala

Tyr

Ser

Ser

140

Gln

Thr

Tyr

Ser

Met
220

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn

205
Asp

Pro
Ser
30

Glu
Glu
Thr
Tyr
Tyr
110
Gly

Tyr

Ala

Asp
190

Ser

Glu

975

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr
175
Thr

Gly

Ala

Gly

Val

Val

80

Cys

Met

Gly

Leu

Ile

160

Gln

Lys

Asn

Asp
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Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465

Tyr

Lys

Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala

Cys

Leu

<210>
211> 989
<212> PRT

Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu

Val

Thr

187

Gln
Thr
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr

Leu

Val
500

Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val
Ala
Pro
Leu
Trp

485
Leu

Trp
230
Leu

Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser

470
Tyr

Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455

Gly

Ser

Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe

Val

Asn

Ser Thr Val

Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser

Gln

Arg

184

Gly
250
Pro
Asn
Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr
Tle
Gly

Pro

Trp
490

235
Gly

Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu

475
Val

Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460

Asp

Phe

Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu

Glu

Gly

Gly
Val
Leu

270
Met

Val
Tyr
Cys

350

Ser

Gln

Cys

Val

430

Lys

Gly

Ala

Gly

Cys
Gln
255
Lys
Asn
Tle
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe
Gly

Glu

Gly
495

Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr

480
Thr
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213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr
145
Thr
Gln
Arg
Thr
Tyr
225
Thr

Val

Ser

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130
Gln
Cys
Arg
Pro
Ala
210
Tyr
Lys

Glu

Cys

NILF5)

EILEZIN

187

Arg
His
35

Tle
Arg
Met
Arg
Trp
115
Gly
Pro
Ser
Pro
Ser
195
Thr
Cys
Leu

Ser

Ala

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly
Pro
Gly
Gly
180
Gly
Leu
Gln
Thr
Gly

260
Ala

Val
Ser
Val
Tyr
Thr
Ser
85

Gly
Gln
Gly
Ser
Asp
165
Gln
Tle
Thr
Ala
Val
245

Gly

Ser

Glu
Cys
Arg
Glu
Ile
70

Leu
Ile
Gly
Gly
Val
150
Arg
Ser
Pro
Ile
Trp
230
Leu

Gly

Gly

Ser
Ala
Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135
Ser
Leu
Pro
Glu
Ser
215
Glu
Ser

Leu

Phe

Gly

Ala

Ala

40

Ser

Arg

Ala

Gly

Thr

120

Gly

Val

Gly

Leu

200

Gly

Ser

Gly

Val

Thr

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser
Glu
Leu
185
Phe
Thr
Ser
Gly
Gln
265

Phe

185

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile
Thr
Gly
Pro
Lys
170
Val
Ser
Gln
Thr
Gly
250

Pro

Asn

Val
Phe
Lys
Tyr
Ser
75

Thr
Gly
Val
Gly
Gly
155
Tyr
Ile
Gly
Ala
Val
235
Gly

Gly

Lys

Val
Thr
Cys
Tyr
60

Lys
Ala
Tyr
Ser
Ser
140
Gln
Thr
Tyr
Ser
Met
220
Val
Ser

Gly

Tyr

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser
Thr
Ser
Gln
Asn
205
Asp
Phe
Glu

Ser

Ala

Pro

Ser

30

Glu

Glu

Thr

Tyr

110

Gly

Tyr

Ala

Trp

190

Ser

Glu

Gly

Val

Leu

270
Met

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu
Ser
Tyr
175
Thr
Gly
Ala
Cys
Gln
255

Lys

Asn

Gly
Tyr
Val
Val
Tyr
80

Cys
Met
Gly
Leu
Ile
160
Gln
Lys
Asn
Asp
Gly
240
Leu

Leu

Trp
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Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys
Ala
Ala
465
Tyr
Lys
Pro
Pro
Thr
545

Asn

Cys

Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro
450
Ala
Cys
Leu
Cys
Pro
530
Cys

Trp

Glu

275
Gln

Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435
Gly
Leu
Val
Thr
Pro
515
Lys
Val

Tyr

Glu

Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln
Thr
Thr
Leu
Val
500
Ala
Pro
Val

Val

Gln
580

Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val
Ala
Pro
Leu
Trp
485
Leu
Pro
Lys
Val
Asp

565
Tyr

Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro
Ala
Ser
470
Tyr
Gly
Glu
Asp
Asp
550

Gly

Gly

Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg
455
Gly
Ser
Gly
Leu
Thr
535
Val

Val

Ser

280
Gly

Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440
Phe
Val
Asn
Gly
Leu
520
Leu
Ser

Glu

Thr

Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu
Ser
Gln
Arg
Gly
505
Gly
Met
His
Val

Tyr
585

186

Glu
Tyr
Lys
330
Ala
Ser
Gly
Thr
Val
410
Tyr
Ile
Gly
Pro
Trp
490
Asp
Gly
Ile
Glu
His

570
Arg

Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly
Ser
Glu
475
Val
Lys
Pro
Ser
Asp
555

Asn

Cys

Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu
460
Asp
Phe
Thr
Ser
Arg
540
Pro

Ala

Val

285
Ala

Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445
Leu
Glu
Gly
His
Val
525
Thr
Glu

Lys

Ser

Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys
Gly
Ala
Gly
Thr
510
Phe
Pro
Val

Thr

Val
590

Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe
Gly
Glu
Gly
495
Cys
Leu
Glu
Lys
Lys

575
Leu

Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu
Lys
Tyr
480
Thr
Pro
Phe
Val
Phe
560

Pro

Thr
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Val Leu His

Ser
Lys
625
Glu
Phe
Glu
Phe
Gly
705
Tyr
Ser
Gly
Pro
Phe
785
Val
Phe
Pro
Thr
Val
865

Ala

Arg

Asn
610
Gly
Glu
Tyr
Asn
Phe
690
Asn
Thr
Gly
Gly
Pro
770
Pro
Thr
Asn
Cys
Val
850
Ser

Lys

Glu

595
Lys

Gln
Met
Pro
Asn
675
Leu
Val
Gln
Gly
Gly
755
Cys
Pro
Cys
Trp
Glu
835
Leu
Asn

Gly

Glu

Gln

Ala

Pro

Thr

Ser

660

Tyr

Tyr

Phe

Lys

Gly

740

Gly

Pro

Lys

Val

Tyr

820

Glu

His

Lys

Gln

Met

Asp
Leu
Arg
Lys
645
Asp
Lys
Ser
Ser
Ser
725
Gly
Ser
Ala
Pro
Val
805
Val
Gln
Gln
Ala
Pro

885
Thr

Trp
Pro
Glu
630
Asn
Ile
Thr
Lys
Cys
710
Leu
Ser
Gly
Pro
Lys
790
Val
Asp
Tyr
Asp
Leu
870

Arg

Lys

Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Glu
775
Asp
Asp
Gly
Gly
Trp
855
Pro

Glu

Asn

Asn
600
Pro
Gln
Val
Val
Pro
680
Thr
Val
Leu
Gly
Gly
760
Leu
Thr
Val
Val
Ser
840
Leu
Ala

Pro

Gln

Gly

Ile

Val

Ser

Glu

665

Pro

Val

Met

Ser

Gly

745

Gly

Leu

Leu

Ser

Glu

825

Thr

Asn

Pro

Gln

Val

187

Lys
Glu
Tyr
Leu
650
Trp
Val
Asp
His
Pro
730
Gly
Ser
Gly
Met
His
810
Val
Tyr
Gly
Ile
Val

890

Ser

Glu
Lys
Thr
635
Thr
Glu
Leu
Lys
Glu
715
Gly
Ser
Asp
Gly
Ile
795
Glu
His
Arg
Lys
Glu
875

Tyr

Leu

Tyr
Thr
620
Leu
Cys
Ser
Asp
Ser
700
Ala
Lys
Gly
Lys
Pro
780
Ser
Asp
Asn
Cys
Glu
860
Lys

Thr

Thr

Lys
605
Tle
Pro
Leu
Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765
Ser
Arg
Pro
Ala
Val
845
Tyr
Thr

Leu

Cys

Cys

Ser

Pro

Val

Gly

670

Asp

Trp

His

Gly

Gly

750

His

Val

Thr

Glu

Lys

830

Ser

Lys

Ile

Pro

Leu

Lys
Lys
Ser
Lys
655
Gln
Gly
Gln
Asn
Gly
735
Gly
Thr
Phe
Pro
Val
815
Thr
Val
Cys
Ser
Pro

895
Val

Val
Ala
Arg
640
Gly
Pro
Ser
Gln
His
720
Gly
Ser
Cys
Leu
Glu
800
Lys
Lys
Leu
Lys
Lys
880

Ser

Lys
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.1l

155/160 T

Gly
Pro
Ser
945

Gln

His

Phe
Glu
930
Phe

Gly

Tyr

210>
211>
212>
213>
220>
223>
<400>
Gln Val Gln

1

Ser
Gly
Ala
Lys
65

Leu
Ala
Asp
Gly
Thr

145
Thr

Leu
Met
Phe
50

Asp
Gln
Arg
Val
Ser
130

Gln

Cys

Tyr
915

Asn

Phe

Asn

Thr

188

987
PRT

900

Pro

Asn

Leu

Val

Gln
980

NILF5)

EILEZIN

188

Arg
His
35

Ile
Arg
Met
Arg
Trp
115
Gly

Pro

Ser

Leu
Leu
20

Trp
Trp
Phe
Asn
Ala
100
Gly
Gly

Pro

Gly

Ser

Tyr

Tyr

Phe

965
Lys

Val

Ser

Val

Tyr

Thr

Ser

85

Gly

Gln

Gly

Ser

Asp

Asp
Lys
Ser
950

Ser

Ser

Glu

Cys

Arg

Glu

Ile

70

Leu

Ile

Gly

Gly

Val

150
Arg

Ile
Thr
935
Lys

Cys

Leu

Ser
Ala
Gln
Gly
55

Ser
Arg
Tle
Thr
Ser
135

Ser

Leu

Ala
920
Thr
Leu

Ser

Ser

Gly
Ala
Ala

40

Ser

Ala
Gly
Thr
120
Gly

Val

Gly

905
Val

Pro

Thr

Val

Leu
985

Gly
Ser
25

Pro
Asn
Asp
Glu
Thr
105
Val
Gly
Ser

Glu

188

Glu

Pro

Val

Met

970

Ser

Gly
10

Gly
Gly
Lys
Asn
Asp
90

Ile
Thr
Gly

Pro

Lys

Trp
Val
Asp
955

His

Pro

Val

Phe

Lys

Tyr

Ser

75

Thr

Gly

Val

Gly

Gly

155
Tyr

Glu
Leu
940
Lys

Glu

Gly

Val
Thr
Cys
Tyr
60

Lys
Ala
Tyr
Ser
Ser
140

Gln

Thr

Ser
925
Asp
Ser

Ala

Lys

Gln
Phe
Leu
45

Ala
Asn
Val
Tyr
Ser
125
Ser

Thr

Ser

910

Asn

Ser

Arg

Leu

Pro
Ser
30

Glu

Glu

Thr

Tyr
110
Gly

Gly

Asp

Trp

His
975

Gly
15

Ser
Trp
Ser
Leu
Tyr
95

Gly
Gly
Glu

Ser

Tyr

Gln
Gly
Gln

960

Asn

Gly

Tyr

Val

Val

Tyr

80

Cys

Met

Gly

Leu

Ile

160
Gln
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Gln Arg Pro

Arg
Thr
Tyr
225
Thr
Val
Ser
Val
Ser
305
Arg
Met
His
Gln
Gly
385
Ser
Ser
Lys

Ala

Ala
465

Pro
Ala
210
Tyr
Lys
Glu
Cys
Arg
290
Lys
Phe
Asn
Gly
Gly
370
Gly
Leu
Thr
Pro
Pro

450
Ala

Ser
195
Thr
Cys
Leu
Ser
Ala
275
Gln
Tyr
Thr
Asn
Asn
355
Thr
Ser
Thr
Gly
Gly
435

Gly

Leu

Gly
180
Gly
Leu
Gln
Thr
Gly
260
Ala
Ala
Asn
Tle
Leu
340
Phe
Leu
Gly
Val
Ala
420
Gln

Thr

Thr

165
Gln

Tle
Thr
Ala
Val
245
Gly
Ser
Pro
Asn
Ser
325
Lys
Gly
Val
Gly
Ser
405
Val
Ala

Pro

Leu

Ser
Pro
Ile
Trp
230
Leu
Gly
Gly
Gly
Tyr
310
Arg
Thr
Asn
Thr
Gly
390
Pro
Thr
Pro

Ala

Ser
470

Pro
Glu
Ser
215
Glu
Ser
Leu
Phe
Lys
295
Ala
Asp
Glu
Ser
Val
375
Gly
Gly
Ser
Arg
Arg

455
Gly

Leu
Arg
200
Gly
Ser
Gly
Val
Thr
280
Gly
Thr
Asp
Asp
Tyr
360
Ser
Ser
Gly
Gly
Gly
440

Phe

Val

Leu
185
Phe
Thr
Ser
Gly
Gln
265
Phe
Leu
Tyr
Ser
Thr
345
Tle
Ser
Gln
Thr
Asn
425
Leu

Ser

Gln

189

170
Val

Ser

Gln

Thr

Gly

250

Pro

Asn

Glu

Tyr

Lys

330

Ala

Ser

Gly

Thr

Val

410

Ile

Gly

Pro

Ile
Gly
Ala
Val
235
Gly
Gly
Lys
Trp
Ala
315
Asn
Val
Tyr
Gly
Val
395
Thr
Pro
Gly

Ser

Glu
475

Tyr
Ser
Met
220
Val
Ser
Gly
Tyr
Val
300
Asp
Thr
Tyr
Trp
Gly
380
Val
Leu
Asn
Gly
Leu

460
Asp

Gln
Asn
205
Asp
Phe
Glu
Ser
Ala
285
Ala
Ser
Ala
Tyr
Ala
365
Gly
Thr
Thr
Trp
Thr
445

Leu

Glu

Asp
190
Ser
Glu
Gly
Val
Leu
270
Met
Arg
Val
Tyr
Cys
350
Tyr
Ser
Gln
Cys
Val
430
Lys

Gly

Ala

175
Thr

Gly
Ala
Cys
Gln
255
Lys
Asn
Ile
Lys
Leu
335
Val
Trp
Gly
Glu
Gly
415
Gln
Phe

Gly

Glu

Lys
Asn
Asp
Gly
240
Leu
Leu
Trp
Arg
Asp
320
Gln
Arg
Gly
Gly
Pro
400
Ser
Gln
Leu

Lys

Tyr
480
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Tyr

Lys

Pro

Pro

Thr

545

Asn

Cys

Val

Ser

Lys

625

Glu

Phe

Glu

Phe

Gly

705

Tyr

Gly

Gly

Cys

Pro

Cys
Leu
Cys
Pro
530
Cys
Trp
Glu
Leu
Asn
610
Gly
Glu
Tyr
Asn
Phe
690
Asn
Thr
Gly
Gly
Pro

770
Lys

Val
Thr
Pro
515
Lys
Val
Tyr
Glu
His
595
Lys
Gln
Met
Pro
Asn
675
Leu
Val
Gln
Gly
Ser
755

Ala

Pro

Leu
Val
500
Ala
Pro
Val
Val
Gln
580
Gln
Ala
Pro
Thr
Ser
660
Tyr
Tyr
Phe
Lys
Ser
740
Gly

Pro

Lys

Trp
485
Leu
Pro
Lys
Val
Asp
565
Tyr
Asp
Leu
Arg
Lys
645
Asp
Lys
Ser
Ser
Ser
725
Gly
Gly

Glu

Asp

Tyr

Gly

Glu

Asp

Asp

550

Gly

Gly

Trp

Pro

Glu

630

Asn

Ile

Thr

Lys

Cys

710

Leu

Gly

Gly

Leu

Thr

Ser
Gly
Leu
Thr
535
Val
Val
Ser
Leu
Ala
615
Pro
Gln
Ala
Thr
Leu
695
Ser
Ser
Gly
Gly
Leu

775
Leu

Asn
Gly
Leu
520
Leu
Ser
Glu
Thr
Asn
600
Pro
Gln
Val
Val
Pro
680
Thr
Val
Leu
Gly
Ser
760

Gly

Met

Arg Trp Val

Gly
505
Gly
Met
His
Val
Tyr
585
Gly
Tle
Val
Ser
Glu
665
Pro
Val
Met
Ser
Ser
745
Asp
Gly

Ile

190

490
Asp

Gly
Tle
Glu
His
570
Arg
Lys
Glu
Tyr
Leu
650
Trp
Val
Asp
His
Pro
730
Gly
Lys

Pro

Ser

Lys
Pro
Ser
Asp
555
Asn
Cys
Glu
Lys
Thr
635
Thr
Glu
Leu
Lys
Glu
715
Gly
Gly
Thr

Ser

Arg

Phe
Thr
Ser
Arg
540
Pro
Ala
Val
Tyr
Thr
620
Leu
Cys
Ser
Asp
Ser
700
Ala
Gly
Gly
His
Val

780
Thr

Gly
His
Val
525
Thr
Glu
Lys
Ser
Lys
605
Tle
Pro
Leu
Asn
Ser
685
Arg
Leu
Gly
Gly
Thr
765

Phe

Pro

Gly
Thr
510
Phe
Pro
Val
Thr
Val
590
Cys
Ser
Pro
Val
Gly
670
Asp
Trp
His
Gly
Ser
750
Cys

Leu

Glu

Gly
495
Cys
Leu
Glu
Lys
Lys
57h
Leu
Lys
Lys
Ser
Lys
655
Gln
Gly
Gln
Asn
Ser
735
Gly
Pro

Phe

Val

Thr

Pro

Phe

Val

Phe

560

Pro

Thr

Val

Ala

Arg

640

Gly

Pro

Ser

Gln

His

720

Gly

Gly

Pro

Pro

Thr
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785

Cys Val Val

Trp
Glu
Leu
Asn
865
Gly
Glu
Tyr
Asn
Phe
945

Asn

Thr

Tyr

Glu

His

850

Lys

Gln

Met

Pro

Asn

930

Leu

Val

Gln

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Val

Gln

835

Gln

Ala

Pro

Thr

Ser

915

Tyr

Tyr

Phe

Lys

189

250
PRT

Val
Asp
820
Tyr
Asp
Leu
Arg
Lys
900
Asp
Lys
Ser

Ser

Ser
980

NILF5

EILEZIN

189

Ser Val Lys Val

20

Gly Met Asn Trp

35

Gly Trp Ile Asn

Asp
805
Gly
Gly
Trp
Pro
Glu
885
Asn
Tle
Thr
Lys
Cys

965
Leu

Val

Ser

Val

Thr

790
Val

Val
Ser
Leu
Ala
870
Pro
Gln
Ala
Thr
Leu
950

Ser

Ser

Gln

Cys

Lys

Tyr

Ser

Glu

Thr

Asn

855

Pro

Gln

Val

Val

Pro

935

Thr

Val

Leu

Ser

Lys

Gln

Thr

His
Val
Tyr
840
Gly
Tle
Val
Ser
Glu
920
Pro
Val

Met

Ser

Gly
Ala
Ala

40
Gly

Glu
His
825
Arg
Lys
Glu
Tyr
Leu
905
Trp
Val
Asp
His

Pro
985

Ala

Ser
25

Pro

Glu

191

Asp
810
Asn
Cys
Glu
Lys
Thr
890
Thr
Glu
Leu
Lys
Glu

970
Gly

Glu
10

Gly
Gly

Pro

795

Pro
Ala
Val
Tyr
Thr
875
Leu
Cys
Ser
Asp
Ser
955

Ala

Lys

Val

Gln

Thr

Glu
Lys
Ser
Lys
860
Tle
Pro
Leu
Asn
Ser
940

Arg

Leu

Lys

Thr

Cys

Tyr

Val
Thr
Val
845
Cys
Ser
Pro
Val
Gly
925
Asp

Trp

His

Lys

Phe

Leu
45
Ala

Lys
Lys
830
Leu
Lys
Lys
Ser
Lys
910
Gln
Gly

Gln

Asn

Pro

Thr
30
Glu

Asp

Phe
815
Pro
Thr
Val
Ala
Arg
895
Gly
Pro
Ser

Gln

His
975

Gly
15
Asn

Trp

Lys

800

Asn

Cys

Val

Ser

Lys

880

Glu

Phe

Glu

Phe

Gly

960
Tyr

Glu

Tyr

Met

Phe



CN 115461080 A

.1l

2.3

159/160 T

50

Gln Gly Arg

65
Met

Ala

Gly

Gly

Pro

145

Lys

Ala

Trp

Gly

Asp

225
Phe

Glu
Arg
Gln
Gly
130
Asp
Ser
Trp
Ala
Ser
210

Ser

Gly

210>
211>
212>
213>
220>
223>
<400>
Gln Val GIn Leu

1

Ile
Trp
Gly
115
Gly
Ser
Ser
Tyr
Ser
195
Gly
Ala
Cys
190

250
PRT

Val
Arg
Ser
100
Thr
Ser
Leu
Gln
Gln
180
Thr
Thr

Thr

Gly

NILF5

EILEZIN

190

Ser Val Lys Val

20

Gly Met Asn Trp

35

Gly Trp Ile Asn

Thr
Asn
85

Trp
Ser
Gly
Thr
Ser
165
Gln
Arg
Asp

Tyr

Thr
245

Val

Ser

Val

Thr

Met
70

Leu
Ser
Val
Gly
Val
150
Val
Lys
Glu
Phe
Tyr

230
Arg

Gln

Cys

Lys

Tyr

55
Thr

Gly
Asp
Thr
Gly
135
Ser
Leu
Pro
Ser
Thr
215

Cys

Leu

Ser

Lys

Gln

Thr

Thr
Gly
Gly
Val
120
Gly
Leu
Asp
Gly
Gly
200
Leu

Gln

Glu

Gly
Ala
Ala

40
Gly

Asp Thr Ser

Asp
Tyr
105
Ser
Ser
Gly
Ser
Gln
185
Tle
Thr

Gln

Ile

Ala

Ser
25

Pro

Glu

192

Asp
90

Tyr
Ser
Asp
Glu
Ser
170
Pro
Pro
Tle

Ser

Lys
250

Glu
10

Gly
Gly

Pro

75
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